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5 sm^^m 

15 ^')■A^^:i^:f'7T^'^^^^T>(iJ^^^^^^^>^ {J. Pharm. S 
c i. ) , 6 0 (9) , 1 2 8 1-1 3 0 2 (1 9 7 1) ) „ ^^K. ^J^^ 

X-f • ( J, Pharm. Sci.), 5 8(5), 

538-549 (196 9) ) . 7 ^ y^^:/—A^:^JVZ77 :^^^/—/^t'^^) 
20 ifn/nf n y Vxo^W'^^ i^^iJ/i^ • r>f ^/v • ^v^i^ 

(Chem. Pharm. Bull.), 27 (5), 1223-1230 
(1 9 7 9) ) ^ifdS^bjLTV^So 

#H¥7 - 10 8 4 4-^^«. #li¥6 - 2 6 3 7 3 6^#. 
7-149 7 2 2-§^, mm¥6-3 406 4 7^Am^n. ACATia^S 
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10 (1) 3^c|i^^4J&v^u:1^ffico y tr K • y • y7-:J'iii8g<Kj©Sr^L-C3& 

(2) @«c^0:r'fe5±^ (1) 3K|B^®iM#>, 

(3) ;!Kli^^*Jicv^U^^ft<©y If K • y s^^ • 7'7-i5'igSS4fei®*3J:tm*i4 
m^S:"&#r5±IB (1) (2) «|B«©|a^. 

15 (4) y If K • y i/^ • y7-:^iij|gi|&||d5^S?l^-Cfe5±IB (1) JS^^ttt 

(2) ymmofmms 

^^i^^y3-/i/$yhr±;^^'T:5'y/V'^3jKy-v--e$)S±iB (a) 3®iBife©ja 
20 (6) iS7fcftl:^;5siii&tt«^-^fc5±^ (3) J^^<Dmmi. 

IB (3) mmmom^m. 

y /mi: ^'T ^ y /m^^ f^/wo^s^^t^-cfesiia ( 3 ) msMommso 

25 (9) $6>lC^Sr^tP±iB (1) 

( 1 0) TKm^tt'feV^L^^ttO y tf K - y • >^7-i5'ig^J^®;J5. 2 5t: 

-e7K(-^5^^g;j5 1 om g/mL*^i© y If K • y • :^y—^Tmmn 

t?fe5±fB (1) ^i3^<?5jS^, 

(11) TKIii^'&VNU^ttoy If K • y • ^5: 
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cn 




[ I ] 



SSrj^-f-) . -S-. -CO-. -CS-, -C (R*) R»»- (R«*5 

mbTk^S^^) s -N=*fcr±=CR3- (R» «:;ic^Jg^. ^Nnyyig^, 

T/W'^V^'S, -NH-^fcri-CHjNH-^S: ; EH-NR*- (R*f±7K^M 
^^*fcf±tt#^$^^LTV^Tt<^:v^^^b7KmSSr^■r. ) . -0-. -S (o) 
15 n- (n«0. l*fct42Sr^-r) *yh{4-CONR«- (R" fi7K^llS^*fc« 

v^5*«;v^b7*^S^?^figb■Ct>J;<. B^f±-D-E-G-Ar£t^k:$f>(c: 
u]fy>y^Xh?>±m (1) 

(12) ;!Kli^tt>5:v>U^^14cDy If K • y 5'^ • i/^-iJ'iiiSStiK-O^ ^ 
25 CV] 
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^fctt-toil^p K7y^t?ib5±E (1) 3g|ai^©i|a^!|^j, 
10 (13) *|ie§tt)&v> L:f|§i4© y tf K • y y ^ • >^7-tJ^ii«&i|^©:dS (i) 2 - 
[6-:J'nn-2-:^^y-4- (2 -pt^/W^ai^/W) -2H-^np«>'-3 

— f/v) -N- (2, 6-2^pt }>^iyy:^=^M r±hrK h\ in) n-(2, 6 

-5H— fi^9*7 [5, 6Hj] 79^^-2— f/W] ^iH, (iii) N- (4-:?np- 
15 2- hy 7/1^:^-0 -2- (2-;*-=¥y-4-73:=i>'l'-2, 6, 

(iv) 2-{7-;5' ct n-2-:t^y-4ry:xi=^A^-&-i(4:--7aL=zjv-i-lf^yi^-/\^) ^ 
M-2&-^ O >'-3-^7V}-l<-[4-^ P 0-2-( h y 7/^S^D j?t ^/W) ^acr/v] T-fe 
h T 5 (v) n n-^-{Z-^ uny 3i=/V)-6-y ^7U-2-^^ y-2H-iJ^ n 

20 pi M-^iA-^ nn -2-( h y 7>«'2^P ^yw) 7 T-fe hT ^ h\ 

(vi) 2-11--^ n n-A-a-^ XI u-4r-7 y :,L=.;v)-^:^'^;V-2-^^ y-2H- 
i^n/^ :/-3-'l'/V]-N-[4-^ n p-2-( h y 7/V:*-npt ^yw) 73^=/V]T-fe hT ^ 
K, (vii) 2-(7-^ P P-6-7/V:^-p-2-:*-!^ y-4-7 3i=iyW2H-^' p i^-3->f 
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>^)-N-[4-7/l':*-p-2-( h y -7/1^:^X2 '^M -7 ai=./U]r± hT^ K (viii) 
(2E)-3-[3-[7-^ o n-3-[2-[[4-^ n d-2-( h U p« ^/l') 7 ^.n/H T ^ 

y]-2-:^-^y3i^/V]-6-^^/W2-:*-^y-2H-^ iap< :^-4— f /V]7ai^/V]-2-7' 
I3^>'|fe^f-/K (ix) 2-[4-(3-^i3P7*=^/l')-6, 7-i?p«^4^2-:*-=^y-2H- 

5 ^ p pi /v]-N-[4-^ OP 2-( h y 7/i';e-P p« ^/v) 7 r "fe hr ^ 

h\ (x) 2-[6-^PP-4-(3-:^nia73i=7V)-7-;;«^/W2-:t'3^y-2H-:^^P^:^- 
3-r/V]-N-[4-i}'nn-2-(M; :7/P;rppt5^/P)7a:=i7l']T-t hT^ K. (xi) 
(2E)-3-[3-[7-^ P P-3-[2-[[4-:7A':*-P-2-( h }} 7/P:*-P^ ^/P) 7:iic:^7HT 
^ y ]-2-:i-dfy3i^/H-6-p<^/W2-:*-'¥y-2H-^ Pp< :^-4-Y/^] y3:=^4']-2- 
10 ':/n^>m=^^A^. (xii) (2E)-3-[3-[7-^'p P-3-[2-[[4-74';i-p-2-( M; 7 
/V;t-D pi 7:xi=.jU] T ^ / ]-2-:^^r y 3i^yV]-6-p< ^/W2-:*-^ y-2H-:^ P 

fc5±iB (1) 

15 -^iOSatdSl : 1~1 : 2 0Te«)5±IB (3) 3®iBii(0m«^x 

(1 5) TKii^tt^vNL^^ttoy If K • y • y^-iJ'iij^jfeati^i^a: 

^WiKDmrntt^l : 3~1 : 5-^fc5±la (3) 3R|Btt(Dmfifei^. 

(16) yif K- y y^-y7-t5'iiWJ-cfc5±iB (i) 
20 • f^tm'r^h^±m ( 1 ) ^>mMt<ommi. 

(18) 7Kil^^'i;v>L^^tt<Dyif K- y ♦ yy-iJ'iilSW^JitmTK 

i:1-5*lil^ttJ^j:v^L^14©y If K • y • ■:^y-^Tm<\fiin^xxmm. 

25 (19) ±12 (2) «^©@#:5>«^*^*UTJfc5EliK^fiJSrSl^i-6, 

(20) ft;^ Cn ^ [I I] 
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[ II ] 



TV^Tt)J:V>r5/SS^^) . -O-^fcri-S-Sr. fl&:*-*5-co-. -c 
s-*fc«:-C ) R^-' - (R2' iJitfR^"' ri-etb-etLTk^JI^f^^fc 

N=Sr. (ifcJ^«:=CR»' - (R»' WakSSM^x ^Ma-i^V'J^^x Si^^^LT 



S^;E' r±-NR'- (R^tt;4cmJ^^:^yi:tttttJlSSrWLTV>Tt>J;v>^^b!k 
111^*55^) s -0-*te«:-S (O) n- (nttO, l*fc«:2Sr^f) ; 

-Cr^-^ y |£*fcrif=-:t^ yS-e^$ ^^■tv^-C % J: v^ 5 M5&v^ L 7 M^^rj^ 
^LTV^■C^>J:< . R^ftZ i:-Jtlc«iT;*-^yS*fc«:^:*-'¥yS-e^$tL 
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±|B (1 1) |B^O@(t:^^*:. 

(2 1) it^ ii} ^ CI I n 




Cj*;tf. A' ' SI. C al^sJ:T;J^HSSfiJE:^^^^^iMlS^#UTV^T^>J:v^^:/ 

. -0-*fc«:-S-=^, Utt- (CHj) m- (mttl* 

J;V^^^b^c^gSSr^] -e^^ixS^b-^T-feSiE (11) IB«©@<*:^(*:. 
(2 2) Cn ^ CIV) 




\ .H 
/^=\ 

^Sr. Y' ' tt-CHg-. -0-. -S-. -CO-. -C S-*fctt:-NR» - 
(R»rfclc^ll^*:fc«^4b!K^SSr^-f) Sr. U* tt-NH-. -CH^-^fc 
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1) IB^©@it:4m«c. 

(2 3) R'«i3j:OtR»>*s^tb^iVNnyi/lg^*y£:«:g3feS^;tL-CV^-rt)J; 
5 VNC^.^T/V^^/vS-CfeSilB (1 2) 

(2 4) ^^^^t;7K^;i>sc5_,^j|m{b!K^-cfc5±ia (12) m^omi^m. 

(2 5) J^;a5/^a^WkT/^'^/^^'J:Of/*fcW:x^ct'5^>'i)S^-eg^*i^fe 
-O-^^'SI-efcSilB (1 2) 
10 (2 6) im*5ryv=¥/wS. />ny>'-fbr/v=3p/vS*fcH:/Nn^>'M^-effia$ 
tLrv^■C'^>J:v^-<>-^i^^-efe5±f^ (12) i^ogflc^Si:^. 

(2 7) ^li^ cn ^ [vn 





20 iS.U 
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a!)«±IB (1 1) SBftroHft^^mflCx 

(2 8) R»»fcJ:t;JR";is^ti.^tUM3y>'M^*yfcttCi_3r>'i'=¥/i'^-e«>5 
±IB (2 7) ^©S^^c^fls:. 

(2 9) S;|^^b!lc^;5sc,.,mJim^b!K^-efc5±^ (2 7) ^^©sftr^m 

(30) 




(3 1) Lmt^m^^fiit^^^-^>m-^^^±m (27) iBi^©@ft:^ft:, 

(3 3) 7KIIII^<4^ev^L^tt<^y If K • y s'^ • :fy-t^7m<^mv If K ' y 
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(3 4) ts^mfcti:ijy±ji^-Qh^±n (19) mBMom.^m^im'r^o 

5 

ttiooo^gF. i^fg?^ lo^^gf. ioo:?i&£ii±(;:i^o±-r5;i^S:m5o 

Mir?>m»mti 1 0 p pm*#S©^, ^«J^«, 2 StJ-^TjcJiim-S^^Ji? 1 
Oppm£Jl±, 0*U<l41OOOppm^±. J: t)^?* L< ttl 0 0 0 0 0 p 

^<D 2 5 t:-e*»C^5^«p^;JS 0 . 1 m g /m L^tgl^^a-. 2 5 "C-XfTKK: 

25 /W-:^-:/- ^ = (J. Pharm. Sci.) . Vol. 60. 1281- 

1302,1971) 4rV^p„ 
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e>^c^f*L<H:3MmJ:0t:*:#V^f->fXT'fc^J^ ±ISr±*?J 3 0 mm£tT^ 0^ 



n^<ym. ^y^^^^i^n. i^^n^y^i^m. i^^n^^^i^m. ^y^n^-f 

2-yn^3^^/l'x 2, 2, 2- h y^/l'rtnj^^/K T^n tf/K -Yy:?^nlf/K 
3 , 3 , 3 - h y 7/^:^13 :/n if/K if) ; 

(ii) mx-m^^fitiC 1 _ 4 r/v^ywS T ^ y ^/K 2 -T 
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(vi)t KP=¥v'>^SX*M^$*L;fcCi _ 4 T/v^yvS t Ka^aE^i/^t^ 

10 (vii)Ci _ 4 T>^3*5^li-r?gij|$*LfcCi _ 4 T/P^/PS (mtfx h'^ 

(viiOCg _ e i/^PT/v^ywS (^Jx.ff. v^^p:^pt'/K -y^nzf'^A^, ex 

15 (x)=^hi3^; 

(xii) t Kndr^>/VS; 

(xiii) /^a'{^>'^b$^^TV^Xt>J:V^C^ _ 4 r/Va'^fi/g mx.ti. ^ h'^r->. 
$?7/P:t-np< h^i^, h V 7/U:*-npt h^r>>', a: h'^-y. 2, 2, 2 - h 

(xiv) /^t3y>'fl^$tlTV^■r^>J:V^C^ _ 4 

25 =3E^'>ST•g^$^^-CV^•Ct><^:V^CJ _ 4 T7V=¥/i^:^S; 
(xv) TK/m-, 

(xvi)^y-*fcrii?-Ci _ 4 T/v^/vT^y£ («a|;tff. p<f'>'WT$y. 
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m-i 1 *V^ L 3 m^■eV^T'b J: V^ 5 /jiV^ U 9 M^^^^T ^ / M^mfO 

(xviii)C, _ 4 T/v^;v-;!&>'V#::^/i'T^/S m^ti. T-fe^/VT^/. :^ 
5 (xix) r ^ y ^/I'Ji?:^/^:;*-:^^/^ ; 

(xxi) c 1 _ 4 T/V'3E^/w;^/V7j^=/i'T 5 / S m^^> :^ 'f'/v:xA^i^^?\^r % J . 

20 (xxviii)*y-*;/J:r±i?-C, _ 4 T/V'af>'U*/i'>'<*>f /vS (^^ff. 

/wt*>f/K 3a^/w*/vy^ie>f/K ^pif7W;<;>^>'^*'f/Vx :/^/v*/w^-t>f/K 

25 (xeOQCi _ 4 nv^f^ p»^>'^) . ©Ci _ 4 T/V'df/i';^/i'jK=:/i- 

, @/^a^f»>'^fc;$i^•CV^Tt>iv^Cl _ 4 T>rt^:¥>'i' («3J. ;?« 

/^S?S^^bTV^Ttiv^Ce _ , 2 Ty->rV'S (fisj^tf. 7*=yK -^^^^^K 
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tr^iJv^^/K lf-<7=5?/K */l'2l^y=/K 'f-^=^/^. :7])JK ifVi^/K ^ 

10 lf-<y5?=/K lf^7i^=/K 3. 6-5^t K a bry 1 (2H) - 

-f/K [1, 3] f^TJ'n [4, 5-b] trye?:^-3 (2H) — f/K ^/^^i^ 

y^/vj5i^) T*gi$i$tbfcCi _ 6 T/v^/us m^^. ^/v^yy^^^/K 4 
1 - tr^yi^cn/vp? ^/w^ 2 -^/v* y y ^^^/^ 3 - \f^y 

tf/K 4 - pi If-Sy 4 —^yx^/l'- 1 - 

15 4- (4-fc K»3^'>73i=/l') 

/K 4-t KP'^S^l^'^y i^^yVp^^/W. 4-t KP=3fi^-4-73i=i/W-lf-< 

y^^=/vp(^/K 4-7^::^>'nf-<y e^=yvy^/K 4- (2-tryv^/V') -i 

^/K (4-73:=y^-3. e-e^'t Kntry 5?>'-i (2h) -W'^w-) ^f-^v 
20 «;ir) ; 

(xxxi) Ci _ a r>^^/i'-*/nj?=/v;r'^E^->S («»J;trf. p« 

(xxxii) Ci _ 4 r/w'^^'Vfeir^^^m^et^ij:^^!^^. ^^H^. 

y^y^T/y/K ^^^/y^^-^^f-yy/v, -<yy-ry:^=3r'y-yy/v/^^) r-atfe 
^tbfcT^yS (0iJs ^^/^ (2-ifyi?/v) T^y) -eajfe^tLfcCi _ 4 r 
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(xxxiii) Ci _ 4 TA^^/Vr^^XJ^C^ _ 4 rA^^A--:f3/l'^=^/l'•Tm^^i^l1t 

(xxxiv) Ci _ 4 T/V'^r>^*5j;UtCe _ , ^ T y-/V-*/V^=7V-C-ag^$n 

(xxxv) Ci _ e T/^^7^-*/^7J?^/^:s^^^/S (tRlx.ff. j?<^/v:<;/1'jJ?::^7V;?^ 
, - 4 T'/k'Sfyi'S ; 

10 (xxxvi) */*;fcr±i^-Ci _ 4 r/V3=3fi^-Ci _ 4 T/V^/V-T^y^ 

(xxxvii) ^^H^fii^tJl^^m-?. ^^1^^. a^m^J^jiifO-^XPil^^^l 

15 ^>'^-ry:*-=¥-9-:/y/v*^) («^. 2-tfyi?/i^ 

ir) -eg^^ix^Ci _ 4 T/v^/wS ; 

(xxxviii) -^^ym-, 

(xxxix) C, _ 4 T>'i'3^':^-;i&>'i'Jj?=/vC2 _ e T/v-jr^/vS ^ h=3f 
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e/^p:/pt:VK z^^nzf'f-jviii^) , (iv) t Kp^v'/I'S, (v)/Npy:/ 
^b$i^•CV^Tt>J:V^Cl _ 4 T/Va^r^/S (^J;tff. p< h'^e^. h 
=¥2^. M;7/l':*-np< bdf^i^, a^h^i/i^if) , (vi)/NP'^Wt:$tl'CV>T't> i 

^'/I'^^t-J^C^) . (vii)T^yS, (viii)^/-*fcriv^-Ci _ 4 T/l-^/UT 
(^Jx:^f> P«5^/WT^/. aif^ywr^y. i?^5^/VT^y, i^J^^/l'T^ 
yj&if) . (ix)Ci _ 4 T/V3'¥i^-*/i'4?=yuS ^ 

9 Mo^Jl^T 5 / if . =ir«c6<j(;:f±«i»|x.ff f p y i^^^K f ^ y i^^^K "eA- 

-J^^/J^^ (^Jx.f^. 7/V;^-P, i5'np;5:^) > (iDCj _ 4 T/V=3r/W (.M^ti. 
p{^7K ^^/W^iif) . (iiOCg _ 6 ->'^pr/V^r/l'S (0y;t«. i^i^^PT^p 
tf/K i^^ttz/^jl^:^i£) , (iv)fc KP'^i^yVS. (v)Ci _ 4 T-«^=idfi^S 
(mtf^ h'^i^. ^h^S^Jfc^) . (vi)Ce _ , 2 TV-J>m mx.t£,. -7 

5 fi.\^ \^Qm.(ow^r % /^i3:}f, M.Wib\z.n.mx.ii.\fn y i;=/K if^y 

/K tr-<75?::^/K 3, 6-^;?l: KPtryi?^'-! (2H) -^/K ^/WJJ^y^ 

zc^/V- 1 - l:f--595?=7V^ ^/U, 2 — ^-/VJj^ y / ac^/W, (4 3 , 

6-i?t KPfcfy (2H) -^T/VP^^/V) . 3-lf^7v?=>'V7Pf/l^ 
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1, 3. 4-:*-dff-e^r;/-/W#. l. 2, 5-;t=3M^>^Ty-/wm. 
1, 2, S-'f-Ti^^Ty^— /l^. 1, 2, 4-^Ti^Ty-/V«s 1, 3, 4-f^T-:^ 

t:/—a^. 1, 2, s-byry-zi^. 1.2.4-hyry— /HSI. f^hyy 
-/HI. }:f})i^ym. i^v^i^^Ms \^])^i^i^m. V9ri^i^m 

tr^y-zHg. 1. 2, 3-^T5?Ty-/v^, i, 2. 4- by ry-/i^. h 
^y-zi^. t'yv?^'^. t'yyv^i'^. ■^ry-zi^. f^Ti^ryy^^^. * 

^/V^ 2, 2-i?:/n^at^/W^ 2, 2, 2-hy7/W::*-P3:.f'/K :/c»tr/K ^ 
yyntf/V, 3, 3, 3-by7/V:^-nynlf7V. •f'^/viilf) ; (iOCg _ , V 

iJ'nr /VIZI'S (^Rlx-f^t. S/^nynif/K i^^ny^/K v^^n^V'^/K v' 

^^^a ; (iv)= hoS ; (v) vryS ; (vi) t Kp=^'>'/1'S ; (viO/NPy^-^k 
e?y/v:tP;p< Y^i^, V y y/v:*-P;^ V^'y^ 2, 2, 2 - h y y/Wi^- 

(viii)/^py>'^b$tt■CV^■Ct>J;V^Cl _ ^ T/V'^/i^:^-^ 
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y \f/i^:t. zff-J\^:tiSL i£) ; (ix) T 5 y S : (x) * y -i^1t\i^J 

^)«Jif) ; (xii)Ci _ 4 T/V=3P7V-*/V^:=^/VT5yS (fiaj^H. T-fe^/l^T 

10 ^f^/VT5>'*/l'2i?=>'V:*-^r'>^ 5?3i^/l'T5/;&>'V:^^/P:i-^^^«Jif) ; (xv) 

/v;^/V3j^^/wT5:y, yotf/v;^/i'jj^:=i/i'T5y^^) ; (xvOc^ _ ^ T/i'=' 

15 (xviii)Ci _ e r/V'3E^/v-*/V:j?:=/i'S (0!I;twrN ^ ^/v:&/^sj?=/K ^f'>'^ 

'f'^f^iJ)y^i^^)\^fSi>^') \ (xix)C3 _ ^ nr/W'¥/v-;?;>V';*f 

(xxi)^/-^fctti^-C, _ 4 T/v=^r/v;t;>'W^^^/vS (^sjxitf. :^^}V^fv 

20 i?3i^/V*/w^^*-fyK i^:7^^/l';?;/W/<*>f/V3&if) ; (xxii)Ci _ , T/V^/W 

^fl^fiilt) ; (xxiii)C3 _ ^ i^^ nT/l^^/Vy<./V:^:=.;l^ (0!IK.r^^ 
^^v^/V/f^^/K ->^o^^v'/V':^>'^Jj^=;V'j5:^f) ; (xxiv)C6 _ ^ „ TV—^u 
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i^y^/vT^y, $^3^^/vT?/. v?-f yypif/wT^y^i^) . 

^/K ::^ntf/K y:/^^/^*^) . (iii)C3 _ « nT^'V^/i'S 

rf> i/^J'nT^ntr/K i^iJ'ni/^/WJfcif) . (iv)t Kn'JE^i^/vS. (v)xNpy>^ 

(M^ffx p<^/wT^y, oi^'yuT^y. i^T^^/i^T^y. i^a^^/vr^ 

/;Jcif) . (ix)C, _ 4 T/W3:^i/-;C7/V'J}?=7VS m^\i. y 

(O/NP-J^yJ^^ (*«J^Hr, 7/U:^P, ^xin1s:i£) . (ii)C, _ 4 T/V'Sr/V 
(^^:tff. 7<^/K ai^/WJfca > (iii)C3 _ ^ i/^' PTyk^aE^/VS 
i/^p:/ntr/K n-f^;vtg:}£) , (iv)fc Kp'^^^/w*. _ 4 T/V 

^i^ixS y V^i^. ^V^-yfs:^) *5j;tK(vi):*;/i'iI?^v'/vS;0W* 
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^u^y^y^, i^^vi^^-9->m. ^y^n^y'rym. iy^n^^^yMs > 

^n^y^i^aiym. -y^ n^^-ti^:3:.ym. ^y^yM^ift^mffhMo ^ 
ti^(Ofp-v^ -y^n^^-ty^. "y^rvi^^^y^^ -y^n^y^-ya^yMs ^ 

5 y^ym^»^v<s i/^^^^-fym. i^^vi^y^'-y=i^ymmi^fs-t.i.^\ 
10 t^7i^y^?>'m^ if^^/vym. \f^v-yy^. if^y-yyn. 

15 rc^^jg, ifn-zvn, :^^-^:/vym. ^ y:t^'^'/vym. '^ri^vyn. -r 
y^T:/yym> -r^iJ^y-zi^x tr^^^-zva, 1, 2, s-^a-'arf-e^r:/-/!^ 

5-;*-'^i^i?Ty-/u«. 1.2, 3-^Tv^T>^-/v^. 1,2, 4~^r-yr:/ 
-A^. 1,3,4 -^n^ry—A^. 1 , 2, 3 - h y r^/^-zi^. 1,2.4- 
20 hvry-jm. Th^y-A^. ifVi^ym. ^fv^-yysk. ifv^i^ym. 

tr^e^vm. VVTi^ym^) dswe»tL5„ ^tLb<z>1'X% fnyv^^mv f 
n y i/^, tf^7 i^^-^. ^ y 2j> y ym. ^^^/v^J^ y t kp 7 7 ^-^^ 

Ki377>'i®. a-tr7>'^^ y-tr7>'tl. i?t Fn tf 77 

i^Hx ^f^-7:i:>'«. e-o-zi^. ^'^'9-y^vym. -<y:t^'^:/vy^. f^r 
25 J/ y ym. ^ y 2/ y vm. ^ ^y-/i^. 1^7 y-/v^. 1,2.3-:*^ 

f-S^T 1,2,4 -^^f- v?T i^-zl^, 1,3,4 -:t^-ti^T ^/-fV 

1. 2, 5-:*-'^i^^^Ty-y^», 1. 2, 3-f^Ti^T}/-/l^, 1,2,4 
-"^T i?T ^/—)\^. 1.3,4 -^Ti?T 1 . 2 , 3 - h y T >'l^, 

1 , 2, 4 - b y T/-/wg:6s^ap^ u< . o - tr7 i^s. yyywmxm^ lv\ 
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sec-:/^^V, tert-:/^/K n-^:^^7K 'fy^:^5^/K ^;^--<>'^/K 1 
2-i?^^>py^7i', 3. 3-5?;j«^yv:/5^yv, 3, 3-':?^^>rt':/t3bfyu, 2 

iLTtt. MxLff^ tr::^/K ry/K >ryrp^::^/K 2-7«f">^ry/K i- 

2-p«^/v-i-yci^=^A'^ 2-7«'^/w-2-:^pt^^/K i- 

/V-2-yx=/K 3-^^/W-2-^X=^7K l-^Vx^/V'^ 2-^>'7^::^ 
"fe^/K 2 -'^=3j^-fe=-yK 3-^dF-fer::/K 4-^^-fe:=^/K 5 



wo 02/47723 PCT/JPOl/10829 

22 



10 «»J;tri> ^^^nr/W^/l^^ i^^nT^V^:=-A^^^ 5/^i3T/V;&5?:tcz/v 

^^^im^LK, m:ttf. i/^n-:fn\f/v^ i/^xi-f^;v^ -^^n^l^^/v^ 
i^n^^Z/jv^ i^^p^^^/K ^y^niri^'f'jv, l^i/ n j z^A^i^mihh,. 
^•■Ct). '^^'di/ptr/K v'^^ni/^/K '>'^ci^:^^/K o^=¥e^yl^© 

20 -l->f/K 2, 4— V^o^'SF-ihi?^.^-!— Y/p, 2, 5 -i^^ 13^^1^i^ 

^mtm<\:;^mmtmf^ti. m^it. 73.:^/k -ry^/K ryvv/K y 
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(iii)/^p>{^>"ft:$i^■rv^•ct>J:^^Cl _ « T/w^/i^S (^^I. ^^/K 
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5^>^y/K l^^yy/K 1,2, 3-;^^1hi;?T>/y7K 1, 2, 4-;^-dr1hi^T 
yy>'K 1, 3, 4-:t=^-y-i?T)/y>'K ^^If^s^/K 1. 2, B-'^Ti^r:/ 
1, 2, 4-^Ti?T>'yyK 1. 3. 4-f"Ti?T5/y/K 1. 2, 3 

-hyT)/y/K 1, 2, 4-hyT>'y/K T^h^v^y/K try^^^/K i^y^ 

^/:^-=¥1^yy/K i, 2 — ii^5^>ry:^=ar-y'yy7i'. ^i^^/^t^/va^. 1. 2 
-^:^>f>< y y /K i h-^:^>^ b y t i/ y /w, ^/ y /k >r y ^/ y /k 
i^:/y y =3r-^->^ y =/k ^^f^y ^f - y i^=/K -^y 5^ y i;^=/K 

yyr;/v^ T'xy-^^^/v^ */w^yy/v, a-:«/>'V'jj?y=/K i3-*/vji?y=;K 

":^i?=i/K 7=c/^-y-^>f=./K 5^T>'hVc=i/K y^if* h y y*':^^ 

i3y=/K >fi^Kyi^=^/K i^oo Ci, 2-b.) ifyi5^i^=/K tr^yn ci, 

lfyi?/K -C5i5^y Cl, 2-^] tfyv?/K -r^iJ^y Cl, 5-a_3 

f ye^/K '<5:>5^y ci, 2-b.] i^v^'J^jk ^^^v ci, 2-.a] try 

^i^^/K 1, 2, 4-hyTyo C4, 3-a_] try^^/K 1, 2, 4-hy 
T:/xi C4, 3-bJ \f]} iTifc^A^) ;dSWe>*b5iS. Jfe^O^Tft^y/K 

=-'K >f K y /V. ^ y >r V K y /v, if 9 i^c^/w, if y s^/k t!" y 5 i^=^>'WJfe ^ 

^rf. ;t^v^7:=-/K TWv?=/K ;*-=^r-fe^?=/K lfayi?=/K 
xh7t Kn^y/K '^^i-^^/K t'-^y-^'/K xh^t Kntr^=/K 
y=/K ^;^-^/^2J^yr::7K i:f'<7^^^7i^4'-9*^5r#J^mS 
tri3yt?=i/v, tf-<y tr-<7 5^^/v^ ^7k3j>y=i/K 3> 6— :?tKp 
\fVi^/i^-i (2H) — r7VJi<>f©^^JS-^gii^{3i^m^. 

xpM^2rl*v>L3<a-^^-ev^rfc<};(r>5^cv>b9M<^^*^T^yS) ;dSW 
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:iOX^i^Wt^tLXti. Ci _ e T/V^/l'S («^: ^^/K T'aif 

15 y/i^. trys^/K ify^$?ri/K ^T>^y/K ^^^y'^rv^y/K ^>^/>(vf- 
T)/y/K 'oy;^•=¥1^)/y>'^. ^i^>/-ry:t^i^^/y/^^) ^ _ 4 t/1'=¥ 

Sx Ci _ 4 T/l-a^^i^-Ci _ 4 T/V^^'VS^iSWbtLSo *:/fcx R> 

^e^^^^■CV^T>bJ:v^7kife^tUX^*x -Bsix-rfTkifeSx /Nn^Wb^ttTVN 
25 _ 4 T/V3dfi^3ix $e>lc^J*L<«:Ci _ 4 T/V3^t^S (^?»Jx.rfx ^ h^'^x 
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:tm 2-fcry vf/l^;^-) ^dS^tfbtlS. 

M<0^<^T^/S?Siif. ;^**f6<J(cttf!lx.tftrny-:?=/K i:--<ye^=:/K tr-?7 
V :^fVist if) ; C 1 _ 4 T/V'^f/l'-;{7/l'Ji?=-/VT 5 ^ S ; T 5 / 
25 */V3iK=>'V;i-=^'>'S : * / -*:rcfii^- C i _ 4 T/V'^r/VT $ / */VJl?ri/v:^^ 
; Ci _ 4 T/w^/WX/W:^K=/i.T^ / S ; _ 4 r;i'^^Zy-:ij;v^=^jv 
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o^^iSS-efiife^jLfcT^yS ; _ 4 T7V=¥7V*3J;tJ«Ci _ 4 r;\^^fv- 

15 mz.mmU=^. S^I^^x if ©^7^ P^^-^ 1 3&V^ U SmtP 5 )^CV^ 

±B^C; CI] . R'' > • *5j;t|fR» ■C*$^^5^^^S:^L■CV^ 

^v^x t->^h^v^jfeif) . (iii)Ce _ 1 0 Ty-/V:*-^ixS (^xirf. 

•t7'^jV':t^>^tj:if) . (iv)Ci _ 4 T/^^/^-;&/^Jl^— 
£ (^;ttf. ycifcr;*-=/v:*-^-i^3fcif) . (v)C 

/^wy;v:^=arv^)fe^) *5j;U^(vi)C6 _ , „ Ty-/v-:*/V/l?=;i':*-=3rv'S m 



20 



25 
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«9J^tf(i)Ci _ 4 T/W'^r/V'^ («aj^fi, ^5";K ^^'/K T^ntT/K ^ y^n 
tf/i'jfe^) . (ii)C, _ 4 T/l^^/P—^yVjJ^n/vS (^Jx.f^. T-k5^/K •f-^'d 
:/f"y>'l'/ia . (iii)Ci _ 4 T/V=idf>>-;&;VsJ?=L^l.S (0l|^rf^ 

^^nyvjg^ («ax.ff. 75^^. ^^55^^) . (v)7ai=yvS. (vi)Ci _ 4 T 
3~:!^nn7zxi=^/U, ^-^nxxy zcz^A^falTi *5j:Ut(viii) _ 4 T 

4 T/w^^/vT^yS («3JxLff. y^/vr^y. ^^^/^r^y, :7'Pif/P'T^ y. 

20 

H2 -CH2 CH2 -CH2 CH2 CH2 -*5j;tJ«-CH(CH3 )-C 
H2 -tii^iiimfh^. 0*L<r±-CH2 -iSirF-CHa CH2 --CfcSo 

;ttf-CO-, -CS-. -CHj CO-, -CH2 CS-> -CHj CHg C 
0-*5j;t;t-cH2 CH2 CS-;fc^;i5Wfen5o 

(ii)-NH-. (iii)-CH2 NH--efeD, L< ti-CH, 
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-CH2 CO-, -CH2 CHg CO-. -NH-T?fe5„ 



±IB^ CD E©0^U^#»Ji:LT. 0»J;i«-NR* * - (R* ' r±7K^ 

20 /K ^yynif/K ^=^i/'>'V^(OCi _ 6 TjV^fV^^TTto ) . -CONR 
« ■ - (R5 • ti7K^lI^*fcH:tt^^^UTV^TtJ:v^p«5^/K J^^/K n 



10 




15 
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L4 ;^(Dm<omWWmtmMmi:^o 3 ^f*L<«:^ 



15 





20 
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D. E*5j;tJ«G<Z)if*U^t>(OiLTfiv (i) D;65-CO-, EiS-NR-* - 
(R* \imi.hWmk^m-) . GjSS-CHj -*:fctt-CH2 CH^ - ; (ii) 
D*S-CO-. E:6S-NR* - (R^ \imi.h.W^^m) . Gj6S3^# ; 
(iii)D*S-CH2 CO-^lfcri-CHg CHg CO-. E3&5-NR* - (R* 
liH&iatl^it^^^-r) s GdS^-^^; (iv)D;a5-CH2 CO-^ifcft-CHa 
CHj CO-, E:65-NR* - (R* tttft^irl^it^Sr^) . GdS-CH^ - 
*l/S:ri-CHa CHa - ; (v)D*S-CH2 -^yttt-CHj CHg E*S- 
0-, G^S-CHa -^fctt-CHa CHg - ; (vi)DiS-CH2 -%1t.n.-C. 
Ha CHg E;iS-NR* - (R'» imrlBt l^lca^^-f-) , G^JS-CHj - 
^fcri-CHg CH2 - ; (vii)D;55-NH-. EdS-COR^ - (Rs {i||f|B 
il^Eil^^) X Gd5ij$^^, :j3j;tJ«(viii)Dj6S-cH2 -^ifctt-CHg C 
H2 E:6S-S-*ytr±-SO-, G;5S-CH2 -^ifett-CHj CHg 

±fB^ Cn A^rie^S^*LTV^■CtJ;V^Ty-/^ (aryl) m^fdit 

#L■rv^Tt>J:<. ^f*u<ttlJfev^L3^@^L•rv^■r't)iv^ t.tc. ^ti^ri 

^^^»>'^b$^^TV^-CtJ:v^Cl _ 4 T/V'^/vS m^ti. ^napi^/K 

^a:^7K 2, 2, 2 - by 7/V:^-n3z5^/K T'ntf/K W^y^otf/K 3, 3. 3 
-hy^/W^^-PT'ntf/K Zf'^^i-^if) . (ii)T^/S-ee^^tlfcCi _ 4 T 
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ai'^/K ^Y^i/:^A^'£^^fV:i^^;v1SLl£) , (vi) l: KndE-v-zvSlffi^^tbfcC 
(vii)Ci - 4 T/V3^e^:^/l'5ii?=/VSr-Sm^ttfcCi _ ^ TyW^^lr/V'm (M^ 

MtSiif) , (x)=ihi3S, (xi)'>T/^, (xii)fc Kn:3^rv'7l'S. (xiii)/M3^:/ 
'^t;$i^-CV^^:t>J;v^c^ _ ^ r/i^^^^ixS (^xiff. ^ h^ix. i^:7/v:tP^ h 
hy !7/V;*-o^ hdrv', j^h^i^, 2, 2, 2 - 7/l';^-n3i h:^^^/, 

/v^:*-;^^ i£) . (xv) T ^ y (xvi) * / - * fc C 1 _ 4 T/v^/VT ^ / 
£ (^x.f^s y^/WT^V, ^5^/WT$y. ^Dfyv-T^y. i^Ttf^/VT^y, 
i^az.'^A.T ^yfS^i^) , (xvii) ^jKT %jm (MtL^. . ^^l^^fiWUcil^lS^. 

(xviii)c, _ 4 T/^:^/i'-;&/^#=/kT$/S (m^tt. r^^jvr%./. ^ 

P If ;t::^/VT ^ / y /VT ^ 7 ^ if) . (xix) T 5 y */V'2j<=7l':^-:Jlri^S. 

e^3i^/V'T5y;(;/P'5j?=7V:tdf->j&^) , (xxDc^ _ 4 t 
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W'/t'S (M:^ffs /'f-/V:iUA^^<^y(/i^^ 3i^/vii/w<^^A^^ •:fu}^ju:f}jw<^ 
^/i^. :/^/u*/w^^-f/v, i^:j::.^ji':ijjw<^^ju^ v?:/9^/i';«7yw-?^-</w/i 
if) *5it5(xxix)Ci _ e T/Vdf/v;^7V:ax=/wg (fi»|x.t^^ pi^yl/J^/V^r^/u, 

2-:/n-t3i^7K 2, 2, 2- hy^/Vr^nai^/K ^^ntT/K ^y^nlf/K 
15 3, 3. 3- hy 7/1^:^0 yj3tr/K . (iOCg _ ^ dT/I^d^/i^ 

S (t»Jx.rJ. ->'^i3yotr/K v'^P^^v^-'V 

(iv)t Vx:i^->/vm^ (v)/Nt2>>'>'^b;$tl.TV^Tt>J:V^Ci _ 4 T>'V3:^v'^ 

20 2 , 2 . 2 - h y Y'^i^. ZfxJ 'ff-A^^^^l'^, >f Vfn tf 

>^:*-'¥i^3&^) . (vi)/N^y>'fl:$tbTV^•Ct>J;V^Cl _ 4 T/l'=¥/^^5^S 

(viii)^y-]^^c»5^-Ci _ 4 T/v^af^/vT^yS {mx.ti, y^/vT$/. 31 
25 . i'/i^r^/. :/nif/vT^/. v^y^^/vr^y. 5;^3i^/i'r5yj&^) . (ix)c 
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hi:\/^5^fctt6^(D^mmnm^mmm (mrf. -^v/k ^j^^/k 

^yy/K 1, 2. 3-;^-=3^1h>?ryy/K l. 2, 4-:t^^i^T:/})/K 1, 3, 
4-;i-=^f-i^T)/y7K 1. 2, 3-^Ti^T)/y/K 1,2,4-'^ 

Ti?T)/y/K 1. 3, 1. 2, 1, 2, 4 

d p f^/p^ ^ ]) ^/P^cr 7< f'/K ^'^/K 2 -:/n^ai^/i^^ 2 , 2 , 2 - ^ y 
:7/W:tnai5^/V, Zfu If/K ^Vf^ f/K 3 , 3 , 3 - h y 7>>V:tn If/VT^: 

(iv)t YvLi^'i/i^^ (v)/Nn>5r':/^t:$tbTv^-C'bJ;v^Ci _ ^ T/us^Jir-^S 

2, 2, 2 - h y , (vi)T ^ y (vii)^y -^fcfi^^ 

T^/oi^/V^JCif) , (viii)*y-*fctt$?-Cj _ 4 r/l'=^r/VT^/S (m 
rf. P^f'/VT^y. ac'^/UTX/^ i^^^/VT^y. ^^ai^/VT ^ / Jfc i?) , 
(ix)Cj _ 4 T^'a^i/-:*-a/:^?=7VS («»|XL«. b^V*/l^:a?r^/K ach^^ 
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tm^^mmmmtLxtis m^ttyv/K ifuv/u, 

y/K 1, 2, 3-:t=SE^f-v?Tyy/K 1, 2, 4-;*-^f-i^ryy/K 1.3,4- 

:^'¥f-i?Tyy/K 1, 2, s-'^^Ti^ryy/K 1.2,4-^Ti^ 

ryy/w 1, 3, 4-^Ti?Tyy/K 1, 2, a-hyryy/w i,2,4-h 
y T y y /K 7^ h 9 y y /k y ^^/^x y y e^=/K y 5 5^-/k 1^7 5?= 

/K hyri^^/VJfeifO^W^^mS. *;fcW:^J;ttf-<:/y:77=/K 
^y^>^y77=>'K ^i^y Cb) ^vKy/K ^yw:^Ky/K 1 

H-^i^^yy/K ^:/yw^^yyy/K ^i^y^^-^^^-y-yy^K 1,2 — <i^y 
>fy:*-=^"y-y y/K '<i^y^Tyy/K 1, 2 -^i^y^ry^^ry y/K ih- 
'<i^y h y r y y /K y /k y =a(^/ y /k v^^-y y =^>«^, =3e-^y y =/k 

^/^f-yri/K 7i?7'::?=7K '^^^"yv^n/K T'y-zK r/rye^^/W 
/w^yy/K a-;!?;7^Ji?yri/K ^-^/WJi^yr^/K y-*/WJi?y:^/v> T^y 

^/W^ '^T^^bV^/K y3i"^hyi^:=^7V. 73i-J-hay;=.A'x ^Ti^Kyt^^/K 
tron Cl.2-b) fy^i^=/K t'^yn Cl,5-aD bfye?/K -f^^y 

[1.2-a) ify i^/K -r^iJ^y ci, 5-a] tfye;>^K -^^^y [1. 2- 
b] ifyy>?^7K -r^yy [1.2-a] ify^i^^^/K i.2.4-hyTy 

a [4, 3- a) lfy>>/K 1,2,4-hyTyp [4, 3-b] tf y ^i^ci/WJjfc 

^j^^/u^ ifpy/K ;*-=^r-y-yy/K 'Yy:^^-y-yy/K -f^yyy/K t^yy 
yyw, ifyi?/K ify^i>=/w i^y^i^-/K =^/y/K -ry^sf/y/K 
yy/K '^^Ti^ryyA', ^:^-y3::=/^^&^J5Sfflv^e>i^'5„ «aix.rf7y/K 
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5 3^P^'^/K 3c.^/K 2, 2-5?>^o*3i^7K 2, 2. 2 - hy "7/V::j-P3if^7K 
Zfvi\f/K -iyzfttlfA^, 3, 3, 3- by 74^:^-13 :/a If y^7V;fcif) , 
(ii)C3 _ e v'iJ'C3T/l'=3r7VS v^^PT^PtT/K ^^^p:/^/K v^iJ' 

P-^^^/K v^iJ^P-^^v^/VJ&^f) , (iii)/Nny>'lgi^ 

MM. 3!>m^if) . (iv)c=hnS, (v)->r/S. (vi)t Kp^->/V^. 

10 (vii)^NP'i^>^^l:$*i,Tv^Tt>J;V'»Ci _ 4 r/i'a^'^S (mtf. 7« h^s^. 

yA^:^vi^ h^Z^. e?7/l^:*-pp« h^v', hy7/W:^-pp« h^-y. 2, 
2 , 2 - h y :7yv:^p h ^^/^ :/a tVV:t=^i/. zf'^/l^^^i^^ y ^p l^/V- 
:^-=¥i^jfcif) . (viii)^^P>^^>"^b$i^TV^■C^>J;V^Cl _ ^ T/mf/l'^:^-S (011 

15 yptf7i^;r. ^ y rp tf/i^:*-. a . (ix)T^yS. (x) 

3 »^A/-ev>T t> J: 5 ;&v^ b 9 *©#^^T 5 / if . McmfiK\myLU\fvi 

25 ^A^Hs^^^yitl^) . (xiv)Ci _ ^ TyVdE^/P;^7V2t^:=/WT ^ 

3ih^ri^;(/A'3j?::iyK ::^P>KdE-ix*/VjJ?=/K W y^ h^'>*/V'd?=/l')fc^) , 
(xvi):<r/V3j?'aE^'>'>'V^. (xvii)Ci - e TA^^f^—iJjVi^z^jVm (0!lx.rf. 
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5 . /v^/w^^'f/K e^>^^/w:<;/w/<*^7i'3&^) , (xx)C 

yt3f/v;</i'/f;=/ufj:if) , (xxi)C3 _ ^ ix^ nT7i':aE-/v::^/^jjNc:^/w (Mx.tf^ 

15 $tbTV^T%J;V^7a:=l/K f-^^/K ^a:/^-^^ ^:^>^>f/K 7aiy^v';& 
-Ci _ 4 T/l'^/i';^yv*=/K ^ac^/i/j^/Vjjxcii/K ^cc^/k-c, _ 4 T/V' 



5/511. ^m^i^) s (ii)/^Py>'^b§^LTV^T^>J:V^C^ _ 4 r/W^/V^ 

(f, ■^^PT'Pl^/K v'^P>^^/l'^£<if) . (iv)t KP^Jfv'/l'Sx W^NP-^^V 
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p«^/VT5y> oi^yWT^/. i^^^/VT^y. i;3i^/VT5 
yjitif) . (ix)Ci _ 4 T/v=i=3f^e^-;{;/vjJ<=/vS («^x.riv ^ hdr^>';i7>ri/jj?c=: 

h y ^A':^ n p{ ^^/Vx 2 , 2 , 2 - h y 7/l';^n tf/K ^ V 

(M^tf. ^^M-?. ii^ii:^. ail0^>fcir) ^^'^^T•v^5 5*/cf±6M<^^ 
(«»Jx.ff, ify^^/K try^v?c=:/K ^T;^y/K ^ 

25 Ar©#^^:^f4U^t>®i:LTr±. ■9aJ:trf>'Nny>'l^^ («»l;t»mmx 7 5^^ 



10 



15 



20 
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^ CI] •C^$tLS^k^^:fcri^<DJfi©»*Lv^t>©t b-cia. ^ CI n 



s-*:fctt-c (R2 ' ) R2 • • - (R2 • *5j:tKR2 ' ' «^tLJett7K5!lJl 



(R8 Hafc^M-?. t Kl3dE^i^/^S*fcritKfeSS^*b-CV^Tt>iv^^'^b^c^S 
mm^^) . -0-*yS:«:-S (O) n- (nttO, l*;fcH:2«:^) Sr ; 
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G' f4ij^#*fc«:C, _ 3 T/l'^W^'SSr ; Ar' rifiJfeSS:WtTV>T'{>i 

±IE^ [I n EjJ. A' a*5J;tJ?ca;6S*U-CV^TiV^B«|Si:L•rW:. m& 
^ Cn {-^JltSAm-r^^^xSWfeSSr^LTV^TtiJlV^m^^biK^dS^b 

±S^ CI I] rfljJ^S:;tbTVNT%J:V^K^k*m^j . r^SS:^ 

^L■ct>J:v^ ^;^■^rys*fcr±^;^-:^y^-eg^SJ^•rv^T^>J:v^5*/J^v^L7 

^^T^^Tt>iv^5M^v^L7MaJ ttltriBR* i B#<^)«^W-i^(;:jfcoT 
jfl^^L-cfeJ;v^ r;^-:^yS*fc«:^;*-=^ySTitJfe$ti/Tv^TfcJ:v^5M*v^L 

n 
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V^^jbic^SSr^) . -O-^ifctt-S-S:, Ufi- (CH^ ) m- (mttl 
±fB^ CI I I] t'. A' ' C it*5J:■c;^D»^s:tUTV^Tj:v^e«lSi: 

CIV] 
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N 



\ 



H 



C=C 



\ 



Sr. Y* ' ti-CH^ -0-, -S-, -CO-, -CS-*ifc«:-NR» 
TV>TtJ;V'»r/v=^/V'5^;i-S, (v)Ci _ ^ Ti^/WT^yS (^x.« sJ^/V'^/i^T 

/i-ij/^/uT^/m. ^i^y-^/i'T^/^) \ (vi)c, _ 4 T/p^/i'S-eam 

*:fcriv?-Cj _ 4 T/W'Sr/VT^/S) . (vii)Ci _ 3 Ti^'/V^^-^i^S (m 
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/K 2, 2, 2- M;7/1';^D3:^/P, ^:^^7/V';*-na:^/K bf/K 3,3, 

3 - M; ^/P^^-p yet f/K >f y T^P fc'/l'. 2 - h y ^^^u-i^-p j>« '^•iV=t-'J-jV^ 

5 ^/W 4, 4, 4 - h y ^/Vi^-py^^/W^ >r y:/^/K sec-y-^/K tert-:/^ 
/K ^i^f^/K ^y^i^'^^^rt'. 5, 5, 5- f y 7/l':^-p^>'^/K 

4 - h y 7/l':^P '^tvf^iv^ 6 , 6 , 6 - h y 7/^;^P^^i^/K 

5 - b y y)Vitrx3. pi $tb. »^ L< \m7LU:^ ^/K ^ o 
pp«^/K ^^^/Pi^-ppi^/v^ fy^pppt^/i', by 7/w;rpp«^7K ^^^x 

10 2 -:/p-=e3i^/K 2, 2. 2- b y 7/U':*-P3i^/K if/K 3, 3, 3 - b y 
7/V:^-p:/PtfA', >ryyPl^/W. 2-fy7/U5j-p;;i^/W3::f-/K 'f'^JV^ 4, 
4, 4 - b y 77^:^-p:/^/K Vzf'f-fV^ sec-Zf^JV^ tert-^^/VJS; if©^ 

P-j^^^M-^-dS 1 )&V>U 3^iiJftLfet)Od5^VNbtu5o 

15 

✓NP ^^t?ig^§^^r^^r J;v>r/v=i ^^^tJ^^^p-^^ v•cfilfe$^^Tv^•r 

^^py:^-egife^i^rv^"rt>J;^^T>'^=^'>'£^LTtt. 

6 cDit0tl^*fcl*:9-«fct^©T/v='^v^S*fcttr*L(CHfi|E(^:ri #/Npy:x 

V^i^. V y 77l':^P7« h=¥'X 31 h:af'>, 2, 2, 2- b y 7/V:^P3: b=?E^'>, 
25 7"P)j?:^^^x, ^ yr/PxK^^v'x :/ Y^Z^. 4, 4, 4 - h y y/v:tn-f V^i^^ ^ 

=3E^V, 2, 2, 2-hy7/l':^PJ:h^v^. -/m^^^-/^ ^ y7'PJj<=^->'. ^hs^r 

4, 4,4-hy7/w:^p:/h^v'. -ry::/h^e/, sec-:;^h=¥s^>fe^<z)^ 
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-ff-A^it. 4 , 4 . 4 - h y ■/^A^:^iS: }f<om$kWi 1 3?(JV^ L 4 

L 3 tl^ LTV >r t> J: V t Sr^r. 

0*uv^^><Dtb■r«:. (i)^^n^>'ii^, (ii)/^^y^^-cg^$tb•rv^■ct)J; 

V^C, _ « T/W:3r/l-^. (iii)C, _ e T/Va^v'S. (iv)*^^. WC^ _ ^ 

T>'^=^/^S-CfM^I$tl■rv^Tt>J:v^r^/S*5J:^J«(vi)Cl _ 3 T->'/i';i-=^lr'>S 

b4<g. »*U<tt2*/cH:3fiT'fc5o ^fcA^fc5V^r4QS±©l|!^Lfc^ 
^*S-(CH2)4 - (qtt3)&V^L5(Z>SI9cSr^) T^^tbS^ij^US/j; 
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iRpici, imo^^^^^ mmtmrnm) "titfumffyc^ _ ^ r 

5 /V^^/WS (0!lx:rf. p«^/K ^^A-. >{Vfxi\fiVfi.^) 3a:^-egJ^|§tLTV^T 

(i)^:^-^:^^, (2)fcry5?v». (3)tr9t?:^a. (4)if y 5i?>'m> (5)ifi;^ 
rfe^pt^/vT^y^) , (v)c, _ 3 t^'/p:*-'^?':^^ (m«T-fe h^^^^^) * 

25 ±|B^ CI I I] 4'. R" •e^^^L5tt^feS«^^bt:v^Tt)J:V^mb^c^SH: 

±^ CIV) Wtt-CHa -CO-*fcr4-CS-Sr^U 



WOOZ/47723 
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±iB^ (IV] fp. Vti. 



H 



±|B^ CIV] tf, Y' ' fi-CHa -0-. -S-. -CO-^ -CS 
-NR» - (R» t±l«iBi:l^it^Sr*i-5o ) Sr^U »*L<tt. -CH 
2 -CO-, -NR" • - (R» • ri, 

<tt. -CH2 -o--vh^o 

CIV] U' H:-NH-, -CH2 -CH2 NH-S:^U fS- 



^c: CI] '^^fi^it^'t^ft^(om<D^ ffi©»*u^^ur^ Cv] 

j3 




[V] 



wo 02/47723 PCT/JP0iyi0829 

47 

X 1> J; v>®4m^bic^a*y£:f±smSSr# LTv^■c ^ J; VNm)b^^b!fc^S-esm 

ic^i^^^^ LTV 'b J: v^^*^^<b!k^*fc«::f ^ y ^ ttTV t> J: V 
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^ 

(i) t Ko^iz/i'S, 

(iii) _ 4 T/l'^rA'^Siyf^^M^JJt^lC^^m^. S^M^. fiSHm^ 

y^ry y/K ^^/^/^^-^^f^-y-yy/K ^:^>/-f y5^d^-^^yy/^;fcif) -eagi^ 



wo 02/47723 PCT/JPOl/10829 

49 

5 (vii) Ci _ 4 T/U^A- m. JJ^f-zw) . ^NP'J^^^m^. t Ko'S|rixS:}3j:tl^ 

^*UTV^-Ct)iV^Ce _ J 2 rU— /V (00, 4-t Kc^v'^'^^ 

ifco^y" n Jl^^Sr 1 J5^:V^ U 3 fi-^tp 5 )&V> b 9 A(om^^ (0O;ttf. 
tf^yi?c:i/K tf--?y=-i?7K ^/W-^U^^yK ^^i^^/K ^y/K tfyi^/K tf 

15 y$i^r:/K ^Tv^y/K ^i^v'^Ti/y/K ^^^/^y^ryv/K 

<@-^^•C♦v^-Ct>J;v^5/j^V^L9M©^4^r^/S (00, ifayi?ci/K f-<y>? 
=/K fcf-^^i^^/K ^/V^d^y^^K 3, 6-i?t Kntry (2H) - 

20 -<Jl^) , 

(viii) C, _ 6 T/v^/v-;&7V:*f=/v;^=^'^S (0Ox.rf. :^^/u:ij/u:^::^A^^ 

(ix) mmm^&.mmmm^. mm^^. mnm^^j^if(o^'rnm^^i:^\,^ 

L3^@^tp5^^v^L9A©^ig# m^^s ^y/i'. ifyi?/K try 

i-yv/K ^i^5/>f y:^'¥f->/y/v>&^) --f-i^-s (09. 2-ifyi;^/v^;*-) /j^ 
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5 i^iLTtt. ^fdXLtf, ->^n::^/^i^, i^^u:f^>^^ -y^u^^'fry, i/^n^ 

i/^pyn/^^^s ->:J'p::^^>'. Vi^n^:/^:/, i/;J'P^:^1^^^^©C3 _ ^ 

_ e i/j5'Pr/^;e7^^3:>';5?^;$5^|f?>tl5, 

2K^;^^tfe,ti„ mx.t£s -<>-^i^ms r^Yv^yn, y^^-r 

p^df-i^i^, ^/^n^zf^y^ i/^xiit^^x^^ i^^uj-j-y^-jfi 
^ffhfi. tfcfc. i^^n:fn/<:^, ^^^p:/^^'. >'^p^:^^i^, i^rj^p^ 
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5 ^^titi^<om 
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^cn. CI I]. ciin> CIV), cv) *5 cv n -c^^d$ 

roJ:9)5c*t^:LXtt. ^ ClK Ci IK CiiU. Civ]. 
CV) ^iiXf cvn t?^*>*H5'ftl'^;8S:«//V3^'3p'>'/i'S^<oSH4SS:W^5 

(M. h ^pf^/vr^:^. h y 3i5^/UT 5 Ifyi^y. tfay^^, oc^jry-^v 
r^i^. i;^3:^/-/VT^:^. hyai^y-zUT^^-. v^v't^n^^v'yvr^:/. 

N, N' -i?><>^':^^3:^^>'i?T^:^;fc^©#BIT^:^. T/i'df=>', ye? 

^ [1] . CI n . CI I n . CivK CV3 *5iT^ CV I] -estj^ 
m B^. mi. Jl^ife. m m 7^nlf:*-:^Sg. hy^/vshng^ 
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iS: Cn . Cii]x CI I I). CIV]. CV] :feJ:tK Cv n T'^t?$ 

Cin. Clin. CIV]. CV] *5J:rJ^ CVI] ■e^*?$tu<5^b'^* 

S^ILT^ [I] . CI I] . ClII]v CiV] . CV] ^3J;15 CVI] -C 

jg^iLTiC: CI] X cm. Ciii]. CIV]. Cv] *5a:t5 Cv I ] T? 
S^^$^^5^k^*fc^±^(^^il^:^^5flS^S^V^5o ^ Cl] . Cl I] . 

Ci I I] . Civ] . Cv] iJcta Cvi] -c^t^^ns-fb-a^^fcfi-ecoig 
<^:?'n K^yi/irurtt. ^5: Ci] . Ci i] . Ci 1 1] . Civ]. Cv] 
*5j;tJJ CVI] ■C^fc>$i^5^b^*ifoti^<Z):^*ST$ySS:^S#^. 
5y«;^Ti^.'Wk. Tjv^Mt. V>mit^^^lrcit^^^ (fiai. ^ Ci] . Ci 

1} . ci 1 1] . Civ] . CV] *5<tr;? cvi] ■vmt'^fi^it'^'^fcti 

jb. (s-^^yp-a-^^-dry-i, 3-5^:^=^yw>'-4— r/v) p< h^e/';^/ 

^^Mb. ter t-::^^/w^b$ttfc<b'^^^) ;^ Ci] . Ci n . Ci 
II]. Civ] . CV] *5J:tK Cvi] 'e^^D$^x5<b^«fcri^<o*S*5* 

^^^-rs^^. ^;!KSIS;6STV/Wb. T/v^^r/Hb. ?)A/g|{b. \^bmc^^ 
tiit^ m. 7mMii^T±'f-M[:. /-^/v^ h-f /Hb. :/c^'«/-f/Wb. if^^t^ 
^-'Hb. f-^i^^/Wb. 7-ry/Hb. ry^/v-fb. i^p«^;vT5/p«^/w;!(;/wj}? 
=/Hb$tb:fcjb^«;if) ;^ Ci] . Ci i] . Ci ii] . Civ] . 
CV] :^XXJ^ CVI] r'^t>$tt5^b^*fcW:*©it:d5;t,/i.;a?:afi//p^^^-^ 

i/'/wSd^Jc^/vaiy^T^/V'fb. 73iri/vji;^7^/pjk. A-J^f^^i^p* ^/w^^^x/Wb. 
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cm. Clll]. CIV]. CV] *JiUJ CVI] -^tj^tiS^b^ilfei* 
^fc.^Cn. [I I] > CI I I]. CIV]. Cv] 43it5 Cvi] T- 

aonisj 07#^^ia!tH63H^>e>l98K^-lB«$*LTv^5J:p^^. ^ 

W^-e^ Ci] . Ci I] . cm]. CIV], cv] *5j:tF cvi] -e 
*fc. ^ Cl] . Cl I] . Ciii]. Civ] . CV] *3J:tJ? Cv I ] T- 
^fc. 5S: Ci] . Ci I] . CIII]. CIV]. Cv] 43 J:u« Cv I ] T? 

CI] ■cS$^x5^k^<^»*bv^^tL"Ctt. ^ CI I] >^i:v^L Cvi] 

-e^^tbS-fb-^feiftOflfeKl. Mx.lf. EPA5 8 5 9 1 3-^. EPA6 0 2 5 
9 8#. #ia3j£6-26 3 7 36-t. #||5p6 - 3 4 0 6 4 7#. #|i3p8-2 
95667 #. WO 99-33825:^ ifim^(Oit^!^^ ifUmf^ih^o 

^ Cl] ■C^$^^5'^^:^^fe©tfI■et>. 
2-[7-^ n u-4r<3-^ u n 7*— /V)-6-p<^/W2-;*-'¥y-2H-^ n^^ >'-3->r/l']- 
N-[4-7/V:*"n-2-( b JJ r?/!^;^-^ p< ^71^)7 3i=^/V]T-fe bT $ K ; 
2-[7-^ P n-4-<3-^ n n-4-7/V;i-o 73i=iyV)-6-p« '^A^2-:t'^y-2H-^ n 
>'-3-'l'>'^]-N^:4-7/^3^P-2-(^y 77V;*-ap«5^/i') T-fe hT$ K : 

2-[7-^ P P-6-^ ^>'W4-(3-p< 2-^'¥y-2H-:^' P p« y-Z-^Jl^h 

N-C4-^ P P-2-( h y 7/V:^P p< T-fe 5 K ; 

2-[7-^ P P-6-p« '^'/l^-CS-^ 2-:*-!3f y-2H-^ p ^-3-^ /W]- 
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2H-^ p /i^}-lH4r^ n n-2-( h y 7/V:tn p« ^/W) 7 ai^/W] T-fe 

^ K: 

2H-^ P p« i^-3-'l'yV]-N-[4-7/V;*-p-2-( h V 7JU:tvi ^ '^A) y T± V 

r% K : 

2-[7-^ P P-6-|l4-(4-^ P P 73i=/P)-3,6-i^t Kp fc'y t^i^-lGH)-^"/^] 
/l']-2-:^-df y-n4-73;=7W2H-^ Pp« /l']-N-[4-^ P p-2-( h y 7/W:*-p 

10 Tl^/V) T-fe hT^ K ; 

2-[7-^ P P-6-|l4-(4-:^ P P :73:=/V)-3,6-S^t Kp If U i^^^-lGH^'T/l'] ^ 
/V]-2-;^dry-4-7cc— /W2H-:J' Pp< i^-3-'l'/V]-N-C4-7/V;^-p-2-( h P 7/1^:^ 

2- [T-^' P R -6-tt4-(3-pi 31 tr^ y ;v\ ^ ^/wh2-:t ^ y- 

15 4-73i=.yW2H-^Pp< V-3-^/l']-N-[4-^PP-2-(M;7/W:j-p^^yV) 73ir=. 

2- [7-^^ P P-6-|l4-(3-p« ^7^7 31 U i^^'-l— T ^ ^/V']-2-:t=3r y- 

4-7 3i::i/W2H-^ P :^-3->r /l/>N-[4-77W':^-p-2-( h U 7/V';*-p ^ 7 31 

20 2- C6-^'PP-2-:*-=^y-4- (2 -p«^/W73iri/V) - 2H-:?' p:j« 

-a-w'/v) -N- (2, 6-':?p« ^:?^i^73l=/^) r-fehr^K; 

N-(2, h^i/73i=/W')-N' - [3-(2-p«'^/V73i=/v)-6. 7 

-i?t Kp-5H-^:/xy [5,6-b]77:^-2— T/v] ; 
N- (4-^'PP-2- hy 7/V5f-P^f-/V73:n/V) -2- (2-:^-!3lry-4 
25 -73:ri/l/~2, 6, 7, 8-xh7fc Kp J^^P^i^^'Cg]^ P^^-3-^ 

2-{7-^ P x2-2-:t^ y-A-y 3^=^jV~%-i{^-y :3^=:-;v-l-\f^=7 S^^/W) p« ^/P-]- 
2H-^ P ^ >^-Z-y( M-fhiA-^ P P-2-( h y 7/V::t-P ^/V) 7 3i::^/U]T-fe hT 

^ K: 
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2-[7-^ n vi-4r{Z-^ n nyzt.^.M-G-;^ ^/V-2-:*-=3(^y-2H-^ p ^ M~ 
N-[4-iJ' n n-2-( h JJ 7/V;^-n ^/V) 7cE=/HT-fe hT ^ K ; 
2-[7-:J' P P-4-(3-:i' P u-A-yMn y :,^=^/V)-G-;^ ^Jl^2-:t^y-2H-^ p p« 
i^-3-'r>'H-N-[4-^pp-2-( h y :7/^;^•Pp«f^/^)7a:^/^]r'fe hT^ K ; 
5 2-(7-^ P P-6-7/V:*-P-2-:*-'^y-4-73:=/W2H-:^' p ^ i^-3->f >'W)-N-[4-7 

(2E)-3-[3-[7-i^ P P-3-[2-[[4-iJ' p p-2-( h V 77W:*-P p< ^/W) 7 ai^/P] T ^ 
y ]-2-:^-'3r y ai-^^yvl-e-pt f^7W2-;*-^ y-2H-:^' p :^ y-A-^ JV] y ^/U']-2-:/ 
p^i^^j?*^/^; 

10 2-[4-(3-^PP73:=/V)-6, 7-i?;><^/W2-:;f'¥y-2H-^pp«i^-3->f7W]-N- 
[4-^pp 2-(hy7/W;*-P7«^/l')73:r^>^]T'fehT? K; 
2-[6-^^ P P-4-(3-:J^ P P :73i=/^)-7-^ ^/W2-:^^y-2H-^ P p« y-3-^/W]- 
N-[4-^ p P-2-( h y 7/U3f-p ^/V) 7 r -fe h r ^ K ; 
(2E)-3-[3-[7-^-p P-3-[2-[[4-7/V:^P-2-( h y 7/W:^p j?« ^/l^) 7 T 

15 5 y ]-2-;a-^ y ai-^/vj-e-jpi ^/w2-;*-^ y-2H-^' p y i^-4-^ M y « =/v]-2- 

(2E)-3-[3-[7-^ P P-3-[2-C[4-7/V:tP-2-( h y ^/I'^tP y ^/V) 7 ^— /l^]T 

^ y]-2-:*-=¥y3:^/w]-6-y ^/i^2-;*-=¥y-2H-^ py :^-4->r>'^]y3i=/v]-2- 

20 2- C6-^PP-2-;e-'^y-4- (2-y^/W73:=:i/V) -2H-^py>^ 

-3-^/v3 -N- {2,Q-%^:^V^Z^y:x^=^;V) T-fehT$K; 
N-(2. 6-v^y h:Sr-;^73i=/^)-N' - [3 -(2 -y 6, 7 
-i?t Kp - 5 H-'T yf'y [5, 6-b] 77 i^- 2 -^/V) WtM ; 
N- (4-^^PP-2- hy 77V:i-py^/W73:n/V) -2- {2-:^^-^-^ 

25 -7*^/1^-2, 6, 7, 8-x h7t KPi^^ P^^^'Cg]^ py i^- 3 — < 

2-{7-^ P n-2-:t^y-A-y 3^^J>V-^[{Ary :t.:=-jV-l-\f^yi^=^;\d y 
2H-^py i^-3->fyl'}-N-[4-^'PP-2-(h y 7/V:*-py^/W)7ai=yV]T-fe hT 
^ K; 
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2-[7-^ n P-4-(3-:^ o P 73i=/W)-6-^'?'/W2-:^-=¥y-2H-^' n p« :/-3-^/W]- 

2-[7-^' t3 P-4-(3-^ o n -4-7/^:^-13 :7 31 -6- p< ^/W2-:4-^y-2H-^ a 
>'-3-r>'V]-N-[4-^ n P-2-( h y 7/W;rP;?{^>'V')7*::i>>k]7'"fe K ; 
5 2-(7-^ n n-€-7/V;*-o-2-2}-^y-4-73c=i/W2H-^ ^^-3->f /W)-N-[4-7 

(2E)-3-[3-[7-:^ n n-3-[2-[[4-^ p p-2-( h ]) y;V:tti p« ^/W) 7a:=/v]T 5 
y ]-2-;*-^y:t^/W]-6-p« ^7W2-:r'¥y-2H-:i' py >'-4->r/V] 7ai=yV]-2-7' 
P'^i^Mfey;?•/^; 

10 2-[4-(3-^PP7a:=.7V)-6, 7-v?y^7W2-;*-'¥y-2H-:^'Py:^-3->r/V]-N- 
[4-^^ P P 2-( h y 7/v;*-p y ya^^^/V^T^ ^ K ; 
2-[6-^ P P-4-(3-iJ^ P P 73i=/l')-7-y ^>'W2-:*-^y-2H-i^ py >'-3-^/V]- 
N-[4-^ P P-2-( h y '7JV:tn y ^4-) 7 oi^/V] T^fe h T ^ K ; 
(2E)-3-[3-[7-^ P P-3-[2-[[4-7/l';t-P-2-( h y 7/V^P y ^airi/U] T 

15 5 y ]-2-:t^ y 3t^yV]-6-y ^/W2-:^^ y-2H-^ P y :^-4->r /V] 7 a: =i/V]-2- 

(2E)-3-[3-[7-^ P P-3-[2-[[4-:7/V;e-p-2-( h ]) :7/V;*-py >^ai^/U]T 
^ y ]-2-:*-=¥ y 3i^7V]-6-y ^7W2-:*-=aE^y-2H-^ P y i^-4->r /l^] 7 3c=7V]-2- 

20 ^ CI] "t?^$ttS{b^:feJ:i;f^<Z>:St±, <^i[^^ii:^mzmmit^^ 

^tfo W^^J^it-^<^ CI n . Cl I n isXXJ^ CIV] *5j;tJ?rtLboigr±. 

^Jx.rfx EPA5 8 5 9 1 3-^. EPA6 0 2 5 9 8-^. 9^m^6~2 6 3 7 3 

fBUf^fli'^lfe CV] *3J:tJ^ Cvi] is^XJ^:Lfi^(om.fi. 0!lxirf^©:J^lcJ:o 
25 Tia3tf-5wi:*s-et5„ BP*,, Cn *fc«:^<^)*fett. -fb^ Cl I] s 

CI 1 1] CIV] ^mmx'^^±w^^. it^m CV] ^o^t^ cv 
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cvi I n 



2H=^7V-l,2-e?t Kn^y y 2->r y::^^/v:^=¥v^-l-'< yzf^;i^:t^l^ij;v:^ 
=/^-l,2-v?t :^r/ y (-<yy h y T)/ y /V-N-t Ki3dr-> h y 




wo 02/47723 PCT/JPOl/10829 

60 

h% 2-t KadrW^y-2-VTyg^3^f^/K 2-t Kd^W^/-2->T 

ft:^ Cvi n (o^tx^xft. mmi^tiih^ en oifii:l^«l:^iifi;a5>bt) 




W^^^JK ^^y-^:^. h/u^iv, i^yi^i^, N, N-v'pt^/v^^/i'Ar 
5 KJfe^o/^py>'fli^^b^c^S^ ^-y'^i^m. ^^bic^li. 

SIT $ r % YWi if) tfT-friJtbS. ^m^.fimM(Dmn'i> u < 
iET-r*ff 3& 5 ^ «5-e# 5„ mm&nmnm- 1 o r^^jiv^ l 1 2 ot), 0* u 

<f±#SlO. 5JfeV^b2 4l^FH1-e$)5o ih^l^ CVI I n *fctt^®ifi<D^:§ 

fi-fb-a-lb Cv I n *fctt^©ife*fc«^©KJE&i4il^^ 1 */^t-^Lr;s^ 1 
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ffiv^p>^L, ^©^fitt^b-a-^fej cvi I n ^^ftn^com.i'eM^Lnvxmi^ 

v^LS^yp^*, ^^^b<«:jj^?Il)5^v^L3^/^Sl:•T?$>5„ ;*:SJS:|j:*3Vn 

±IBR^S"t?^v^b^^51^b-g•^fe Cvi I] -^ll^fiEPAS 
8 5 9 1 3^c|B«(^;^^fe*v^L«:K*^fel^:2|IC5;^{JlJ: •9#Sii:*S'^#5o 
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CVII"'3 evil) 

^i:;^-r/^ 'fxi\f)\yaL7.=ffV) (O^^^J 
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^) >fe^;a5ffiv^t>^^5, mmMti^xn. «»j;t«*sift:y^i^A, jmiti-h 
j^^<Dmw^mr/uij y ^ ; ^K^^b^ h y a, Tk^^k* y ^Amo>7^mihT 

^/W3, 4, 6, 6-7" h 7 1 K n -2 (IH)- bf y 5 i^i^Jfe if ) . =^ h y 
(«»J;ttf> T-feh=:hy/K T'afc'^r-hy/V'^jra )&if}65^v>e>ti5o i 

1 A(Z)>fb-a^ CviiO *fc(i^(0:te{c:^bTjlt'^l^ i ;5:vnH o o ^ y y y 

b^K L< 1 0 /ii^u 5 0 ^ y y y hyi'-efcs, ^ia^w:. iiSJlQ- 
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(*f»l^«l, f^/W3. 4. 5. 6-7" h 7 fc Kn-2(lH)-lf y $ e^VJfe ^) . h y 

1 ^7A©-fb^ Cvin t;:5*UTii^*?>i 3^i^v^b 1 o o ? y y y h/K b 
<«J!ilIlO)fev^L5o$yyy h/w-ffe-So ^Mtt. 2 o'CJfcv^ 

s^&i^^tt. ii&^sis:^osis. SJ^?^a«^^l^>J:5*5J^3o^>^v^L2 4 

^rf. gl^ay K^&iT) Sr. LT. SiRT^viS (mrf. hy 

/^^^3iPJMt^S^<b{c:J;o-c. -fb^ife evil"] ^fcrt:^<^m;5^f>-^(C'ft: 
K<z>^JItt. cm"] **J1. 5^ 

*ffiv^^tb5o ^v>^tt5:^<^*tt. W^\'ckm evil"] *fc«t^O 
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loo^yyy h/K 0*u<^±#?IlO)5;v^L5O5yyy h/w-cfcs, 
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iJ'aA^^ia t:m^\ J^W^J^<D:m m^ti. a. b. ;5^5;^H-ffi:P>(A.B. 
Smith. Ill, et.aL), if • i^-t-— ^/V • • ;«;=:5'^' • ^5;^ h y — 
(The Journal of Organic Chanistry) 5 3239~324lH^ 1985 

±BR^^:^cffiv^e>^^s> cvir] . cvm isxxjp cvm <^it«:. «tr 
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t.1ttii;i^y:^A^^i^^ ^v-^>'X/w>l>vg&^ h/V3Lv;^/ujfvV^^ 
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*>J;<. o'C^^^Ll oot:. ^^•*u<f±*^I0t:/jiv^L6 o'cx-si&rifir 

t>ti^o Rjmmttm^m i 1 9 e 0* l< jtsi^j i JS^v^ l ? 2 mmx* 

m. 1 ^/KC^ L^tl^tim 1 ^feV^ L 5 $f * L < 1 ;^iV^ L 3 ^/W^ 

:^if*5^v^e>Jx5„ jk-g^ [1X3 ^/tfi^oi&t'fb'^ 00 ©^tt 

v'^ h=¥i/3:^>', g^ifej^^yK ^i^-^V, h/l^^^-. Ifyv^:/, N,N-v^^ 

hiiW SJESmlg«afr5l^l-lo'C/j;v^Ll 2 0"C. ^f^L<«:^^o'C>^iv^Ul 

OCC-efeSo ^l^mii^JSi^O. 5)5CV^t4 8l^^«^*b<«j^i?Jl3feV^U2 

4i^F^-c&S„ -ft:-^ Cx] *fc«^(^ii<o^ffil:«:ik'^ [ix) (0WJ^>im% 
^ 1 ^/Hc^ \yx.^ 1 )^i:v^ b 5 ^ywSS:. ^yF* u < r±*& l >fcv n L 3 ^/v^g-efe 
5„ iSSi: L-C»««J;ttf h y ac^yPT 5 ^'^©T/i'^/Pr 5 N-pJ 
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wo 02/47723 PCT/JPOl/10829 

70 

10 ^'f-An'Xl^^ hPai^/vr^i^. N-p<^7l^/^:j>y :^)feir(D3jRT5i^. 
A.t?^V^?>*L:5o ^tT>f>jra^JO'6effi»H:{b'^ (XII) (D^\=^Mz.n\^X^^ 

15 t*M1gr*5ii 5^ra/£V^U4 0l^la^f*b<l*Si?l3 0:^^K^^i:v^b2 0^laI-efc5„ 
Ib-^ [XII) ^fcfi^om oTOfttt. jb-g^ CXI) ^fc}±^©mi*/He:^ 

EPA602598 \C^Qymkii.\^ Lr±^J^fcip CS:^^!^; i D #S n d5 

20 -etSo 

MIBUfc^b-^ ev) . Cvi) *;fcli^<o^(oM3t^feco#RiSj3j:tJ^ 
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_ 6 T/V^f/W iM^ti. n-yplf/K i-::/ntr/K n-^ 

:ifL^<om^tLxfii. y^uyym'f- m^tf. yym. mm. ^m. h^/^ 

6 T^'VdP/V m^t£. ^^/K 3i^>n^, n-:/nlf/K i-^^'oif/K n-zff- 
V^btu5>65, -BSl^im^ jItD. |^^3fe. t K^i^:^. 7accr:/Vt Kyi^v, 
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:*:5l§9lc*5{t5{k^ Cn . cm. CI I IK CiV). CV] . 
ptaHii^ (M. ■^fJ'^. it. ^=^. 

m^mmism^m (ptca) ^©s?^. m-m^o^mL^'m 
&s msm<m. mmmn. m^^ a*^. miHM^^if) . 7^5^^ 

mmit-^m CV) . cvn *5<ttK^n^<^:si«. ^^it^m cn . 
ci n . ci I n X CIV] isi:xptfi^<oMtmm\^. ACAmwf^^ 

(»*U<ri. -r^D^r-s^OACATiaWf^ffix •9-:^^'f:^i©ACATRa 

20 ^f^ffi) sr^u cn X CI n . ci i n . civ) ^xxptH^(Dm.t 
nm&M^x^xh*). mmit-^ cv] , cvn ^4xb<z>^. is^x:^^^ 

25 ^(mMm^ni^) t-jitrs^^w-^&if^RitbT. -^-ft:^ cn . 

Cl IK Cl I n . Cl V] ^^h<D^. *5j:U«^^xe><^>^a K7>;^,iri:l^ 
1-49 802#^^. #115^10-147 5 2 #1151^1 0- 
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1 47 522-^^, 0-1 4 7 5 1 9-^^. ii#S¥lO-3 06 0 

7 8-^<^^. 1tii^7-14 9 733-^^. #MBg5 9- 2 3 1 0 5 8-§^#. 
#^5F8-5 1 2 04 6-^^. mm^T - 5 0 3 7 3 7^-<tkn. ^^^¥7-5 
0 37 12-^#. #^2^6-5 00 3 3 7-^^x i|#^¥6- 5 0 1 4 6 3-^ • 

US P51 12827. USP56 5 6 634. USP5596001. 
USP5362878, EP523941. EP52288 7. EP50643 
7, EP50182 2^if\m^^tlX\f^^mW (.m^M^W^iC^^^flX^^^^ 

hf-^ J^^— h ; */P'Jj?'^S^;?«^/l'3i<^/i/^/VP— ;^^©:;&/^Jl?^$^T/Udf/i^ 
yi/p— ;^ ; |^7^/Hfe-t/WP— ;^ ; p«^r^ yyi^=i2Ky -r— L- 1 0 0 - 5 

y -v— p« ? r y ;v^3 y s^©;j< ^ t ^ y ^/v-*? ^ r 
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y/vg|3:f^/w*jJ:t;?7<^T^ y/^SI^f^/K0il?>l:(Z>4jKT>'*=^i^A^/i^ 
sKy fcr=7i'T>>v3— yw, r^irr^j^. TA-^i^wtrhV^J>^^ r)vi^^>wcfxi 

ji^^ju±juu^;^, ^fjfyr/v-ir^/vtfny K:/. jjfy r>'v=¥i/vj/y a— ;^ 

Kn^i/'7^Ptr7kp<5^/i/^yi^n— ^7^1^- 2Ky tf^^/Ufny K>'^ t Kn 
y /Vglaajfp ^-L. ;>« ^'T^ y /V^aJ^^y -^-L- 1 0 0-55 «tif J^S^^Ht? 

<o^mm^^ifi^umm\^^hfi. mmu mmi i^^k mmi 
mm(Dfm^mtLxti. j^m. d— r^^^h-zK 7*vy 

SfeS-fe/i'n-:^, Va^n-:^, ^TL^i^T'V, zK 'ir^rife*/!' 

iS.^ : y>r v/y i^) . igsiiTtc^-Yife (^iS,^ f--r y v-r) . e«s • x^-yv 
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#ffigtt5^Ji UTfi. :e?y:^'^ri^3i^W:e?y;^-=¥v'^nbr^i^^y 

^x/K y ^e-dri/^^^v^'fbt-ri^*. jsKy y/v-^— h s o . -t^ /^^^ 
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(2) :i(Dm^\cm^im^{^^M^. 

(5) ±iB^ife (2) xmmvk.fmm%:m^mimm\^mmi^. 

m : ^y-^^'. h/Vrcv, J; 5 ^5S?*fife^^t;*5flii : T-fe b = h y 

5o *tte)<z>'4''et>. >Jrh>iS, T/w=->'HiJfe^<Z><£SI^©^J;J5^*L<, 
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if^j*5 J: tj?#ffiffii4^pj© J; p ^^mom^^tiKmm :iL?^-r s ^ t j; o xs* 

20 jm^m^f^Xs fm^^m^^:it\::i:*>mtt?>^t7ifix^^o 

mA^^'^(DmtimmM^i;vr. 7Kli^^4^^v^L^^^4(oy if k • y 5' 

7K^41:'&^*:i:;!Kil^^4'&v^b^^^4oy If K • y • 
25 jgJteSlJtH:. 0. 01 : Id^blOO : 1 ©«5ffl-efc*L« J: < . »*b<W:0. 
02 : l*>e>5 0 : 1. J:>)0*b<riO. 1 : 2**^)2 0 : IXh*). ^^iZ. 
/iJ^L<fiO. 3 : l^V^bl 0 : 1, i«J$f*L<til : l?5i:V>Ul 0 : IX 
fct). mc3~5 (#{C4) : li^tmXh^o 
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3 : l-C&So 

10 ^^tinmtc^^mm. mism. m,. mis mtm^it<D 

Mcimiciis »mk -Wmk ^S^J. m7Hi-ya.^n-;^^ y'l^zr.^, 
®Sr3-7^ ^ ^-^/-r 5 r 1 J; ?) ^:^ffil^J t-r 5 r t t>T-t 5o 
;*-T^ 7 If y 7^ ^ 3^tev> v^ 5 ^j^S:^ LTV >5„ 

^lO i 5 {31. *^M«:@{*:^flcr±, 7KJi^^43^^v^L^^^4<Z) y if K • y y 
y if K • y • :^^-^jii!e#»©<^^^-<:*-T^-f 7 If y 7^ ;iSff8iW»c3i:^$ 

:*:3iei©@fr^mc;feJt5*j8l?gftt^iV>l^^<4©y if K • y • zfy- 
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MVX. a^O. 1~9 9% (w/w) T'feSo 

»J^K:S*LT. 31^1-9 9. 9% (w/w) -efcS, 
jfcS^S. Sli^Sl^lc^LT. il^0'-9 9% (w/w) . &*b<H:5~2 0% 

{CJ:?)S<C5:55, »Jik»fc^^LT. ii^O. 1-10 0% (w/w) -efcSo 
^i>K im±A\^M\.X. ii^o~9 9. 9% (w/w) -efcSo 

^mmmwff^mk. ^^n-^mm^f^wm. -wm^^mm^ttcnm^m 

-Mg m. ^n'7^zf7-h. ^-f^^zf^-h. i^:^Ay^:fvti^ji^^ , 
HJ-SiJ<^"5rt6jfcm#*j^:$>«:. KXi5^T v>'-y y ;^7"p-/vf--f ^ 7 
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K, ^^i^a-U:^. v?p<y:/, y^v'/Va^^, y^Tp* 

W3K^n^i/i^':M-y (f^7-v^:^S) . y:*-^n=i^^^hy "^A (•y-W' 

15 

#•50 

20 J&L^^^K?l&]gfll : JfiL?Kllg@|iJl:|| -^/N'y 

'L^M^iHI : 'bBAT P -Kffi PH. K-fe y ^^^M. •> ox V^^i^g^ 
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0-^9 5% (w/w) -efcSo 

:^^m(Dmi¥^i^tmam^. h^\i^\t$mQmc, aits m> KAis. 

fi«B^Jfe©|SK«J (^«x.rf, l©3fe. 1^. §m. f>'HS!l. ^iZ-fe/v^J. ^?r»Js 

^:Lt<r>x^^^-ii^/uh^\,^tmMt\^xW^fi^i><DtVXti. tK. y>' 
Xfm(0^m^miim\f^^M ^no^fe^iM. v^^*«:5WI8^4^ftt>l!gJI!;& 

?Kfrc% io^t^-eiii/iiu mii^tkm-r^h(ois:iftm'^vxmt^M^i:iii 
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•ry=.h— (D— r>'c= yV') , -r/i^h— /K 9*^:^^ h^^x xVT'^^ 

y-^^ym.. iJ^^i^. Tfv^xv, -a-^fi¥^^®2Ky-r-isxri^y-ty 

«:^ie^l?-e#iiffiv^ btbS^tt^^Jv «aj;^rf7K5.TJf'^>^lc J; !9 

r±s im^^ii^ii^. ji«'i!&o.o i-'9 9w%. »*b<ri*^o. i~9ow% 

[in. CI I n . CIV], CV] , CVI] t>L<»^0:fe*fcriy^a 
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fitt. igP^J©^. ^Afe^ Cn ^LTiKll~5 0 0ing. if * L < «oi!ll 1 0 
'-2 0 0nig-Cfc?). *i^P^ffl<0^, Cn ^LTJI&O. l-lOOmg. 

»*L<r±«&l~50mg. ji^Jf85ll~2 0mgr-S>*). r©f5fflT*«:^prb#ttf±B 

immn. ^mmm^. mmmmm^ (ptca) '^(owm. 
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(1) mmMmmmi: 

h 7 b y A, 17 w^z-a-^mm^^. cBTPRa$lg> 2 

>'ife^5^/V C-Jr ^ . K • ^^^a.— x-f • -^V^^ V (Chen. 

20 Pham Bull) , 3 8, 279 2-279 6 (1 9 9 0) ) ;&ifo 

(2) mm. 

^ v7/i/^T h\ y K> h y K/jj if) , /i^-^mm 

Vh^^i^. hy^^^K. =¥^^:/V, h7>'i^. yn±^ K p<7/ve^K3fe 

if) > :fjv^j^mmmm.m (^tfn/y^h:^, hyrAT^v^^i^iiif) „ 

(3) iS|jflL£mig!li 
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5 ^T^'^^:^>iilf) . ai 3i»f^ m. -f^V^yV. Y^'^V^yV, -fy^/^yV, 
10 n^/D— /vjfe^) 3&if„ 

({fd, •r=:i;>t'i^, =.-f})Wj\fy^ =7W^i?tf>, 
^y/wi^bfi^^ h w:/-;?tf T-^ni^ifv, Ty=-i^\f'yfi 

15 yyi^y^ VYyyi^>iSi}£) iaif. 

ry±zfVJ\^. ItjzfVzf^)/^^ ^/y-r^y/K fyzf]);v, a^^yzf^)}\^. V 

i-^:fV A-s ^y }^zfV /vj&^o 
20 ®AII4S^ 

nf-/v^i/. i^yf^A^^fy^ ^vvf-zi^^y^ x/v^f-/^^':/^ -</v^f->'W^ 

(4) »Cv^^?&8f|g 

-ryyn7"^/-/K hv^^^-, V^;w<^y, Yzf^Xy^ y'y^^ViSi^) . 

jHj^^i^aiy^T'y— TAy/i^, ^/vyyv, y / ^ 
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(5) ^mmmm 

yu:f3y(^Y. 731= h-r ^-^feif) . 

(6) mtM^XSSm^'hWk 

(7) 

25 (8) wumm 

(9) Tt^^Mzfy—i'^mm 

(10) ioMwsm 



wo mjATm PCT/JFOl/10829 

87 

(,\\) mwm 

5 (12)#JBE|| 

K/^5i^. \f:/9^>, "fy/^^y, i^^f^t^V. i^dtr!^->y^ 

(13) mm 

v^T 37 :x. :z.,v:K)Vii^ y, ]} 7 T y^i^V if, 

25 ®tn:H I 

y h-:Mf/i';fe^o 
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mSt7'hy^^^])>, r>\fi^})>. \f^y->V:y. 

ytfK-v^ix:/, V^y-^^Z/iy^ r^^iy>', y 

5 /Vi/Vy^ ±7Tn'^y, ±7TyfVys ^yynVi^'y^ -fe^r^n/K -tr^ 

10 77y:fyy^ -fe^jiifAx •fe^^Pi^i'x -fe7p«/^i^Ax -fe^pt^)/— /K 
•fe^^yj^;^, •fe:7;^-=?P'>^i/, ±y:f^yyy^ y^i^^i-^y, yu^e^± 
^yr^}):^, ±y^iSr^i^A, ±y:t^y:/:y, -^yf-^/^Vj^.^ ^^rf- 

15 :^ a Antibiotics) , 38. 877-885 (198 5)] i3:ifo 

(14) ^ixmm 

C2- ( (IR, 2R) -2- (2, 4-i^7A';^-a:73::=/V') -2-fc K 
25 n^>y-l-:^'^jV-3~ (lH-1, 2, 4- h y T>^-/>- 1 —f/P) 
If/V) -4- [4- (2. 2, 3. 3— 7'h77/l':*-oynjK^i<-) 
3- (2H. 4H) -1, 2, A-hVTy^ul^) 

®^=¥y*i^e^i^^fl^{*: m. iJT.ifsyr'y^v^ fk-4 6 3x v-3i^y 
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(1 5) 0:^Tn-ch*miifkmm 

Txifyi^, 7<7cc"^-Ag6, 7/^7cc•:^Afi|, i^^n^a^-^^y 

^zfzfnyziL'y^ frY-fny^ii^^ -T-fn^^-y. :*-=¥f-:/ni?i^, 

\fzfxiy=i^i/, yzc^yzfyzj:.^^^ ■:f'7 J-fny ^l^^ yu^ ^y^^^y^ j^ify 

(1 6) :x7^n-r m 

15 f^^:^ f-J/V-. ^^-fe;^ h n -/K ^ f-^V—f^^ h y T A 

^yv-, yA^^xi y^Yxi-y^ -fu \f-^vWtr<ir n p« ^ /^/^ aix h y /v/j; 
(1 7) 

20 ?/^Pj^:dfyv. ^r^ny^^, t/:^^yA;^, r-y*^:«-:/y ^y^^/^iL 
$&!^;5^/wiifeigi/p^yi^s aty>^p;if^^^i^, 3P=-$!is^a^, 

(18) m^m. 

25 <i(gS|df:=-^*ifo 
(1 9) 

;,t>J^^p;/p^ K. Jg^t;^^^?^^ 7l^V:fy-J—)V^ i-V^^^^XY. 
\fu>-^\fy, v^'f-'i^y. 7T*^^^i^^ tf'^-^ST.Y^yy^ it^ 
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y^r/w— r/i'^^it^-^^ •fxi7.9^=7iy 
i^-yfsii^o (2 0) ^|^•*fc^^ 
ilSI^73iKyy, U^SIax^i^. y V'^-:?!; Ko=ix-Y 

(2 1) 

15 — /u^hyiJ'A^ =h9"^/^A^ 3:;^^>^9A^ '7)\^yf/^X^ /^p^i^y7A^ 
hyT>^9^> :ZaA»7l/y/i'^^, /W by 

(2 2) 

(22-1) mmmk 

(2 2-2)^:S'^m 
®KA«^ («»J. ^-x/K /NOiJ'y. Mife^bi[5Ss ^^-^/v^^. 3iV7>^v 
25 9>') , 

(2 3) wpf^^m 

i^T-^/<J>., ny-^/<J>s^ :^-=¥i^■^✓^A, 9 UfVi^y^iS^^l^V. ^^-^y^J^^ 
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:*-=¥f->'7A, rJ'n^f-j/yA^ ^n^^T-^/^i^, :/p-^-^/n"A, :x.=$-V7J^^ 
(2 4) 

p^p/i'^7t?:^s •rWi^w:a?p'::^p-^':^i^. iiM:^p^i5'>'i^. /NP^y 
/K :/pA^y K— /K ;^if^Pi^. i^-fe/ufi^^ :^^p*:/7^>^x ^ . 

(25) I3^96il^ 

:/y s^y — ifaK:^ 7 y ^^i^^j' p= igsn h/w<y j^^^. $ 
(2 6) ^-c^^=»^Mi 

y^^fS^r^-i^, ^/Vv^-r-^trv, 73iy>'^/i'lf^— 7K :^y5K>'. :^/v^TA, 
>f?/V'ypil-:Ms y ^5^P:^-^^^•^, v?T-^/-?A, = h7-^^Wj;<if. 
(2 7) 0t5o^ 

-Y^::^^^:^. :J'p^:/7^v, /^->:7^^yi^. ^.c^^i/vi^i^, ^|[^T5 h 

yr^yv'. iiK//i'hy:/f^y:^. r=^^^yfi^^ ^g^^T:^-fey:^. ig^-^ 
(2 8) 

(29) ^smm 

6-0- (N-^ppT"fe^/i'*/w<'^-^7V) 7-r;^fp— /K ::/w;sh5'^^>:^s 

w^^>/-/p, Ti^pt^ryi/-, t/y^/wy^v. ISfil K'^ry/k 

Ifi^i^x iSifeT^^/Hfi^^'v ^-^X^i^^iV^y^ «St^:?'c»Wi^V. 
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(3 0) ^TWV'=3r— ^ 

V=7^yy^V. r:^u^^y^:^, ^zfi^7:^h. 

'f-ya^'y^ =T)VyaL't\>y^ :^^9=-?y^ T-fe7P^'^>'^ aitr-^-^^^:/^ W^-^ 
if J?' WK -fy ^yfl^^ y- V im^a. -fe 7 iJ^:^ h Jfe ifo 

(3 1) imfm^^xi^m 

®\f^^>iym: y^^^l^Dj^ , , Da s JSiOTg 

(If^'^i^M) f£i^o 
(3 2) If^'^^^^ft: 

If ^ 5 X©#TO^^^5:^ ^Jx. , 5 , 6 - h 7 >';^ - 3 U;<//V'y7 m n — 
2, 5-t Kn=^i/3 w;&;V'e/73in— l-a-n }^n^u=tU:b/Wyy:ti 
/Vife if© If ^ ^ ^-D 3 5 . e-hyi^y^ -zt-a^^^ jvvy ^^xi—jv 

(3 3) w^m. 
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^h=^y='^>s x>'^7rc:^i?>', /^^'i^>'. T-^y;^^:/, jiif-^^^ 
5 (3 4) 

(3 5) r htf-i4^;tiJ^f&iiiii 

(3 6) TV/i-'¥H4A^*E?&«ll 

(3 7) JErOfife 
15 ^ifyl^^^l^ta^o 

So 

25 (3) ^i^'L^iSin. ^^^m>bm^<oMmmsmm^. m^mmmm^. m 

&^mWim^^ (PTCA) ifn V^XP-/HfiliS. T-rP-A 
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i^tmmi:im^^i^^tiX\f^tiff^\,\ :L(DX^ti:^-^mmi:i.xn. Mx. 

tf. (1) :^mm<Dmi^^i^tmmt^mmicm\i[:.Lxnhi;h?>M^-(Dm 
m<ou^. (2) :mm<omw^^tmmmti:m^K§mithxn^M2 

iJiis^rt^b LT#e>tts 2 n(omi<om-'^^mmx(Dmmm^^\i^x<Dist-¥. 
(4) :^mm(Dmi^^ii^tmmt^m^icmHtvxn^n?> 2m<Dmi<o 

jspHbbr#€>ix5 2m<om\<omtii?>^^m^x<D^^mm^^\'^x(oi^^ mx. 

m ±.mmmm^ni^^j^(D:^K%^x. ^^mmm^ti^m^tm^v 

mtvx. mamxti-mmam m. mm. mm. ^vm^m) ic^±icu^-r 

:mm(ommm(omm^m\i^hfixi>i.\,^^^mm^^Mm.i^t\.xti:^ 
mimut vxmm(D^wpmh^v^ti.mm.mi>wit)^hifhfi. mx.tm^ 

mi^j^c. mn<Dmmms wmm. m^m. -wm^. 
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15 ^^i^iiij^a t Lt ^x.«r3j« y i/i^^ y 3 tr i^i^:?^ y =» -/k 
20 h y A. 7 !^ y /vT 5 / i^^^^v, = a, i[ 

>fb^>"^h=«>A. */::^xry>'iit/y-fey V. ^©Ms^j;mtf:^«y 
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t^imtlUXti, mx.i£Mm^. T:^=^A-if:ym. a-h=73iP-/i^ 

5 *5#|fbtb5. 

mnmM^m^^Mvxm q . o i /^v^ l i o om&%. l< o . i /dtv> 

15 U50l*%s $blcS^*U<|i3S&0. 5^feV^b2 0fil:%5g^•^ilj>5o 

■t-s mnwM^^i^M i^xm i ^^cv^ u 9 9 . 99 fs-HLKtm 10 

20 fil©^#*"CJ:v>„ 

25 (Tween) 8 0 (T *B) . HCO 60 , 
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M m. mti-hV^J^. mt:^V^A, -rv^^h-zK y/Hfh-/K :^K!> 
^}ibMz.i!^'m^mc. $)5v^r±;^-y-:/Jft. ^f-^*. ^-ly 

y 6 00 o^fe^) jfcif Srt^b-cjEE«g«u ^!^cv^-eie^^^^c J; , ^© 

^ -^-/w-feyna — t Ka ^$^:^o If /W-fe/wo — jK y ;*-dE^i^3^^ Vi^^^ y = 
— y^f^i^ 8 0^ ::^7Vnsi5A^ F6 8x "fe/VP— ;^r"fex— 

±l3iM«feilcffiv^5tft<4S^Ji:LTW:. ^ajx-tf. il|i8UilJ!tem<7>i/y -fey K 
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1iy/v»Ji:bTr±. 0!lx.«?c^:<fA|g, ±j\^u-:^mm^. vf^-^v-m^^ 

TIB [2] \z:m^ik^im\i^mivxi&^-r^mm^i^^\ 

CD ait^J*5ilHr©llli!i 

0 w/ V %. b < H: 3 ~ 2 0 w/ V %garT-feS. *fc^a#S^«:/*5 
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XXJP-fVf-^l^S^<Om&nO. 5~5 0w/v%^ 0*U<«:3~2Ow/v% 
ait^BlttpHMi^Jc^l^PfZlit) 2~1 201^L<tt2. 5 ~ 8 . 0 fCf^-f-S 
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^ ^ y h/r ^ / TA^^jv:^ ^ ^ y y rtJ^ y ;nfe. 

ji^y^jj'^y/vii. p«;5'^y/wgfeTyv=¥/i'T5 K*m^{*:. 2Ky (^ij'jj^y/ni 
p^^/i') . :d^yp<;j';j'y v-h. y p« ^ y /^T ^ K. r^jTf^^iv:^^^ 
y 3i^y (p^^j^:?' y/vmr^t py k) , i/y->'>?/M^^ y v 

-h^a-^^l^s •9t>(t^'r K7=^5^ ^RS-l 0 0, RL-lOO, RS-3 
OD, RL-30D, RL-PO, RS-PO ij if 3 iVmpu^JV - ^ i7 
A^;^ ^/V • p« ^ T ^ y /HfetS^k h y ;^ • T i'^^ l> A3i^/v*^-a-{|c) , 
iir>( Y'y^v hNE- 3 OD 9Tif y /Hfe^^/l' • TiJ' y >«^3i^/U'*fi^ 

6!<t:t'^^x^ft («RJ, 7:/y-!7>:yi5';^ (^o^^-hglll) ;5:if) ti:i£(om^t 

Jt?-^— (Carbomer) 934 P. 94 0. 94 1. 974 P, 98 0. 1 
3 4 2^, jKy*— :a?7-fyv (polycarbophil) , ;{;/Vi^l>AjJ?y j&TK—^-f /U 
(carcium polycarbophil) (l&|Sm^Ttbt>B Fi/^;' Ky yf^^fcSS) . ^^-flf 
^!7=i^l0 3. 10 4. 10 5. 304 (V^-fi^'^>SI3fei^ (I*) SiD Jfeif© 
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9 jy^^A''^—^ ; pt^TtJ'y^V^a^^^y-r— L-1 0 0-5 S^CDTrJ' 

;»« ^ y 71^3 >Ky-^-s^©p«^'Ti5'y ^/i-*3 J: t57« ^r^]> a^<o 

^^*feffil^©%8^JlC*5Jt 57K^tt!fe«<^^^ril^ 3 0 :fcV> 9 0 % 
(w/w) . ^gt*U<«j^3 5*V^C»?J8 0% (w/w) . $e>JC0*U<tt^4O^ 
V^b7 5% (w/w) . J©^tt:^y■^-$>5V^r4J^^43Ky■v-(D^#^{*j^3;5^ 
V'»U#|J3 0% (w/w) . S^*U<r*^3)icVNUi»5jl 5%(w/w)T-fe5„ W^\m. 

^f±*5l5 0%(w/w)£AT. S^*b<W3l?ll5'-*^J4 0% (w/w) . *?>fc0*L<« 

«?J5~*^I3 5% (w/w) -t?$>5,^rr'±|S% (w/w) «:1«^»^e>^ (M. 

y^y-fe9-<K, ^y^/y-fey-TK. ^T^ry^®?, ^xryyvr/va— /v. 
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-5 0%-e*)5o 



102 



PCT/JPOl/10829 



mi^wsL(r>m^, ^(D^im.'^n.. 0* b< 1 5 o/i:v^L2, 0 b 0 ^ 

m. ^ L < ttJfitj 5 0 0 )feV^ Li^ 1 , 4 0 0 It m-e$>5o ^;J5jSEBfc©#g', 

L < 1*^ 7 5 JfeV^ L 5 0 0 /X $ P>{e:0* b< tti^ 1 
2 0^V^L#&3 5 0/*mT'fc5o 

ti:ft:*fcri#iii!i{cias;fc)e^k si^^. mmi mm. ^mm^^t^ 
m<omwiimw-i^it}immm^m!A. m. 5;^j:v^Lj^9 5% (w/w) . 

<(4j^5. 0;&V^Lj!^^8 0% (w/w) . $e>(J:0*L<fij^3O>&V^LJ^7O% 

(w/w) -efcs. 

^l^^:^*b5)Be^Ji: UTtt. m^ti&m. WiM. h-/K jf^/v-^-;^ 
is:if<Dlim.lms l^^'^fvxi-:^, V^WtiJ^^i^^J^s ^-^y7.9-f-fii^1?- 

^/l^/l>P — ;^ ^/I'-V A (ECG505) . ^ P ;^ n — h y ly' A (Ac- 
Di-Sol). H^M^J^y If^/Ufny Y^-y (i5'D;^xKlf K^^) , M^gt Kd=¥ 
i^ynlf/v^/vo-;^ (L-HPC) Jfc^;J5fflV>P>tt5o t'"et>, HKo^v'l/Bif 
/i^yWD— sKy if^/ufny '(SglfeSfc Kn'^^^i/:/ia if/p^/na— x 
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Mo ^MitMtLXtm^. =^/^^ll. •^W^'^^t 

5 

10 ife. mm^-'T ^^^^W?'m^sm^i,^X%-^-^^':Lh1i^x^^o ^ 

ttfi^m^fcLTtt. myL^Um. JS)^. i^^H-fe/Ha-;^, Vy^7.mx 

'im^^t^^(n>imWiX^^ ^(O^mL'^mmX O O MmJ^j^V^Ljf^^J l . 5 O O 

^BSgt^Ml^ift^^t-fl^JirU-CM^. ^ai^'ife. 3/^^{'gl, -rW^^ 

20 mm^m^. 9i^^fii}i(rimm^hx\^x^x.\\ lei^jsrffivNS^. ^ 

0 % (w/w) . $ P> {C^f ^ L < ttj^ 2 /iV ^ LJ^ 8 % (w/w) -e$>5„ 

25 -T^^^'^-rsrii-ctta-rscii^&s-ets^ 



II. ^<^%a^J(-J:5»[S 
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0% (w/w) . mt.V<tm5i3:\f^Vm5 0% (w/w) . $e>{C^^L<{±*?)5/j; 

1 

V>L3 5% (w/w) T-fe5o 

15 T±h=^hV/K ^^nnHsjVA, K^fc^^5^V^^>tt5, 

ays^Wt. •rW>^Jfcif®SfeSriDxr'biV\ 

1 5o «aJ;trf2|c|S5g©@^*:^(*t&«v>tt^ffl||;6Jj8t[2ktt'K>lt'4»fc^L;t 
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h 7 ^ y -fe y x/^^^^^- h y ^ y -fe y yMm^7.'T/\^^'m»>^ 

tt#^|gO#a:r*l-9 0%. »*b<H:2 0-6 0%-C*>5. noi^tcLT 

^i/::^nif/i/^/^n— t Kndf-i/':/n tr/W^/i^/H2— ;^:^i:^f(0•fe/^^— 
;^. xKy:I^^l^:/5^^ri^>r Km. r^^'y/^mJKy-r-®;fe^?S:^^i>sv^l4m^ 

J: 9 -r h y 5. ;^ h 1^X^ 5, «iSrt4»J«t'(^2|c|IM©@flc^<*:fc 

LT#bH:fei-r h y vi^^^^^ felna-T^w ^^^LTt) J;v\ 

$tiJ5iv\ m^t£mamm&Mm(Dm3mitvxti. lyi. x^-^^^-. ^-y:^ 
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^y^^^^^m. -ri^=ih*-/K imm^^^m. mwtr^^i^^j^. mm^i^^y 

5 4w/w%. ^J*L<r±iKl2 0~j!!?J9 8. 5w/w%. ^e,{C0*L< I*!8il3 0~ 

7w/w%-e*)So 

5 %. if * L < 1 6 0 %<7ym&i)^hmMmi'r^ :i ^ ;6St-# -So 
tii^p'&igi. ECG-5 0 5). ^i3:^*yv;»«n-:^-:fhy ij^A m^\f.. 

15 Ilia. su^o^bT^i^:?^:^ {im^ m) pes) /jjif:^? 

20 ®*5l$tt5;5S, aiJjcttia^PJ^JJl^LT. mfUmo. O 5 3 O w/w%. 
zfjvyy. x^:^hyvjfc^). ttll^J d^yot^i^v^Pa-zK ^ 



wo 02/47723 PCT/JPOl/10829 

107 

fn^^ y:a?77ifMS). m:fiih\fs mm (M^ff. -h-ij^. mn^s^i^). ® 
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•:^^y!>A. ^ju^^—:^^ y/v^V—::^, -r^^cnh— /K y/n^h— 7^' h 

. ^j^yp^iJ'^y/vii. :a?y ifr^7WT/W3-/K y 1^:^:5^ y^-zK 

h y Ty^=i7Hfv^. i5^y v^:/. ffififSgh^ h y i>AJfeif;iSW^n. 
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imitn. mn. i^tffi^Ri. ■wm\^}^(oms[im^Mx.x%ii\i\ 7>r 

^ffl A"^i^-jS;J9* L<H:10~10005j5'n t^tbSrJKff . 



wo 02/47723 PCT/JPOl/10829 

110 

y=^y. l.-r:^^y^i^. L-^^/v^ 5 ^'Sl, L-t Kp->=¥:/'ia y L 

- >r y n >r l - p >r b t^tc l - 7 n/vr y=^yti: ^(DmMW^ 

31^7— K^t© F D & C yyl/— 2 -^^ b t^l^l F D & C W y K 4 0 ^Jfc ^© F D 
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»jtc«:ai^ 0 . 1 5 0 Mm%. 0t.L<tmo. i^mso 

^^t:|-m-5^>^l:tt> #il 0 . 0 1 1 0 M:%. U < HJ^ 1 5 m 

»%-cfc$o mmm(n>'mi^mLi^^'^^m}ii.. mo. i-'m9om&%. 

V -r-omi^m^m-^^^Mft. mo. i-^mso 0* l < f± 
miom&%. »^v<timi^5ma:%vh^, ±wMti^h{^. ^^j. 

7li^^Vtch(0 a Phamu Sci., Vol. 60, 1281-1302, 1971) SrV>p„ 
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(Cl^f * V<n3umX^ V>f-^ X-efe ?) . ±|5gfi*^) 3 0 mmfitTx b 

5 

A-ci— ; g^^7i5?/Vi6^/l^n— X ; ^ ^TjJ' y /Ug|32j?y -7— L- 1 0 0 - 5 

20 y-r— ^^T^y/i^32Ky-^-s#©jj«^r^y/vifept^/v*jj;t;«7i^T 

>«^T;^y/i^3sKy-r-RL, p«^T^y/i/ii32Ky-^— Rs^(^ 
2Ky fc'=/vT/v3— yK r7tfT=fA, r/^^>'^•:^^y t>iN. ryv^ar^^^yn 
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113 



PCT/JP0m0829 



y y -r- L Jfe if 355^-Cfe5o 

■ct>J;v>„ 

mm. ^m^. ^^\. %m\. #® 

)BeK8PjO^)&^ajtbTr±. fLJlF. 6*1. D— 

(jga^ : hRE) . :^^^^mr)V%.l^l^^^^yt?J>^ 

fo^ : /-fi/y >-) , es*fe!ic^-rift (^iS.* : •y--!' y ^yr) . • x^^T'i^ 

25 T^df^jx h y >-> t K p v'l/n if/i^yi^p . t K p :^e^-:^::/'p tT/Vp* ^/i^/v 

p-;^, jKyif^i/v-ifpy K^^j&irds^tfbtbSo 
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.114 

>^ T^/K y ^^i/^x^'^Vl^mit t >>'Jfe, jj? y yyw<— h 8 0 , -fe ^ y — /VJfc 

So 

(1) fiH4^^SriS^'fe^^lc^«IU 
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n. (2) -x^mmu ^\'^x-imrmjMKitro 
(5) ±mxm. (2) x-mmuc^m^m^^^mmi^mmu 
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^mK^v^m^vit^, mum. mx.tim»mmmt:m\*^x. mumm 

^^B(Om^^t<D&mi3:mBattt. 0. Olrld^blOOrl ©$6BB-C$> 
jl«J:<. 0*L<r±O. 0 2 : l*>fe>5 0 : 1, J:D»*U<riO. 1 : 2*=^ 
e>20 : IX'hV. *P>{C^J^L<(40. 3 : l:^iV>bl 0 : 1. J;t?^yF^L< 
fix : l^jlV^LlO : ^iC3-^5 im^4) : ItmMXh^o 

msittam^o. i : i*^e>2o : i©tta-efctLrfj:<, »*b<«:o. 3 : 
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m\m. mm. -wmk ^mm. m^ifi^^^x:^-:^. m ry':/'^. m 

III^K:JfiL4'--K^l5^$^L5SlJ'a■;65/J^$v^fc*^;l. /W:^r^ 7 if y ;OS^Sv^<^ 

S^^jfe if I- <t «3 SJfc S mi^i^M L-c. ii^ 0 . 1 ~ 9 9 % 

iCiO^jfcSdS. SS^B^IC^fLT. ii^l~9 9. 9% (w/w) -CfcSo 

mi^i^ni^X. 31^0-9 9% (w/w) T-fc5o 

jfe^{ci9^«:Si65, iii^iii^aic^fUT. a^o. i~ioo% (w/w) x-fc 

So 

?>iK mi'^i^^l^X. aSO-^9 9. 9% (w/w) T-$>5„ 
*38W©#ffl^riJ©S-^fi:W:. m mUft. W^. 
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0 kg) -Afefet). ji^^ :mm(omw^^^(omi^^thx. ^n^ti 

1 BJi^O. 0 0 0 Omg/kg, iS-i^\.<fmO. 0 0 Omg/kg. 
i:^0^L<tmo. OOmg/kg. t??t>ft*^0. l~*&50mg 
/k g Sr. Jfcd=»-Ct>iS!?l 1 . 5 3 Omg/kg^r 10 1 lild^&tfclilt^ttT^JDRig 

10 n^(Dm». mm. mmsmi(m'R. mi. mi^^(om 

m^ifiz.3:oxm^r). mmM^M\r^ii^. miK^Atvxmn. nit^im 

PS-^Tit^lb^l k gM*>fc»5^0. 0 0 1~2 0 0 Omg. ^SF*b<«^ 
0. 0 l~500mg. ^h\^Mt.\^<ti. mo. 1~1 0 OmgS^-e$)«5. 
ttSriitl B l~4lHllJ:^l1-TS;-^-r5o 

15 

:^^m<ommt:i^^'r^k^f^vxn. mmn^i&^i^xhx\^^iiK mmm^ 
^\z.isi^LtcM. ^mm(Dm^^i^^^^\^xhx\f^u :^^m(omn^^i¥ 
^^tc^^u ^(omxmmm^i^^i^xi,i:\^\ mmm^isi^^xn^i'^m^^ 

20 mzHk^-t^^. #ffilllSrift-^bfc^l^-3 BUP%. »'kV<lil 0^~1 

ttl 5^>d>&lNFraiJ*rt(c#ffl^^ig-^-f5i1fe;6S^(ffett5o 
25 ^fcF*u^^9:■^*^fetLT«:. -esix-tf. MPlS4«^Jt-SiS^$tLfc#ffi3li^o. 

0 0 1-2 0 Omg/k gSrgPS-^U mi S^^li^lfePift-^JS^PJfcSS^^tt 
fc;*:^§g<Z)@^^t!i:^4»®W^fig5> #5l0.005~100mg/kgtrlBat 

txmp^^-r^- 
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>Z^:j^^=^2 0 0 (2 0 0MHz) M^^^ h/M-^--ea3;tU ^SiCSrp 

10 A c OE t : g^:3:^/K Me : J><f^/K E t : ai^/K THF : 7" h 7 1 K 

n79l^, IPE :^yfu bf/V^i— t^/W, E t g O : i^ai-^/Vai— t'^^, 
decomp. s : v^V^Vj/ h, d : ^^Vv V, t : VP ^Vy h, q : 

T)V7-y h, d d : ^-f/V^-fyyy h, d t : h y Y, m : -r/W^ 

-fX^V h, b r : mth}i\ J : ^y':f^)Vif^, P y : f y i^/V, DBU ; 

15 rif If i/^ o Vf^-y, DMF ; 5^^ ^/kJl^/VAT ^ K, D P P A : s::^ 
/V*t;^:a^l)7l<T2^K, hex \^^^y, Ac : T-fe^/l^. Ph : T 
s : hi^/K mCPBA : P« o Pii^S^H. » Bu : t e r t-l/^/V 

#%^JA1 
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V'Sfei^ai^/l. (1.28 ml) i3itjq)BU (0.25 ml) Oj&^^$rl70'CT?3 0^^^ , 
uyt. RJtM-^^m^=^'^Ji^ (50 ml) {d^j^Pb. i^^i^fcir^^fp 

5 m : g^^^/l- — .'apf-V=l : 9) iCXm^Lt:. #e>tl^fc6, n o -2- 

ml) *5j;TJt^im^ (5 ml) \Z.mmU lW»JMLi^Co S^S^^^Tt-^ 
SSL. m^tltcmm^WF (10 ml) *5j:tJ«i^:iif^/l' (50 ml) OiS^^IC^ 

it^ : 233-234t:. 

NMR iCDCl,) 8 : 7.29-7.40 (3H,m), 7.48-7.58 (4H, m). 
IR (KBr) : 3400-2400, 1748, 1717 cm" 
15 7n5jl^«f iCieHBO^Cla tbr 

tf-^^t (%) :C: 57.34. H: 2.41, 
HillMit (%) : C: 57. 30, H: 2. 50. 

##MA2~6 
20 A 1 ^ I^^^JC LT 1 ] (O^t^^mtZo 




r 
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R2 




(%) 




2 


CI 


He 


H 


63 


227 -228 (AcOEt) 


3 


CI 


He 


He 


58 


226-227 (AcOEt) 


4 


He 


He 


H 


81 


205-206. (AcOEt) 


5 


He 


He 


He 


27 


222-223 (AcOEt) 


6 




H 


7 


92-93 (AcOEt) 



##«ajA7 

(6, P o-2-:*-^y-4-7at=7V'-2H-:J' n >i i^-3— f >^)9fie<0^^ 




5 6,7-v?^cii3-2-:*-dE^y-4-73i=/V-2H-^o;;«V-3-;E;/VJl?>'il (0.8 
g) ©THF (10 ml) ^tCDMF (IfS) n JJ K (0.31 ml) SriD 

THF (10 ml) K^Mh. N-p<^yV-N'--hP-N-c:^hpy^T^v^i^ (1.68 
g) iS^XJ^A^mit^V (3.0 g) d=»P>ilSaUfci^Ty:^^>'<^^-X/V (30m 
10 1) ^SrJgTLfco ^IfSdSJlR^ofc^-^SJES^tr^T-eii^gUfCo #e>ti,fc 
afiSrpttJ'y-/^ (50ml) ic^ftlU (0.3 g) Sr*n;tT30^in|gi31«g 

7>f- (m<*:: i^y;(;y>'K : i^^^^/V— ^=^^f-^=l : 4) JcTi^iSi 

L^Sio #btl/fc (6, 7-5^^' n n -2-:t'^y-i-73^=.j'V-2h~ o p< :/-3- 

15 -r^v)B^Kp<^>'voi!i»iSi*g^ (5 ml) i^xxmmst (2.5 mi) Km^u 1 

i^|iaJPf«S«Stfe„ Sl&?^Sr«EET-C«iBIU. #fetu^^SrTHP (10 ml) *5J: 

tJt|^a:f-/P (50 ml) (DU-^mmi^^l^tzOyh. 7K> ^fP^^^-:^ h U l> 
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Mit^m (0. 52 g. 11X^2%) Sr#fc„ 
it^ : 222-223'C. 

NilR (CDCI3) 5 :3.43 (2H. s). 7.10 (IH. s), 7.20-7.36 (2H, m), 7.50- 
7.64 (4H, m.). 

IR (KBr) : 3400-2400, 1725, 1599 cm" » . 
7C^^^*r : C, ,H, 0 O4 CI2 • 0. SHj 0<b L-C 
WrMU (%) :C:57.59, H:3.01, 
(%) :C:57.44, H:2.99. 



##MA8~1 2 
.2 
















#^ 


R» 




R3 


(%) 




8 


CI 


Me 


H 


50 


216-217 (AcOEt) 


9 


CI 


Me 


Me 


45 


204-205 (AcOEt) 


10 


Me 


Me 


H 


43 


228-229 (AcOEt) 


11 


He 


Me 


Me 


49 


205-206 (AcOEt) 


12 




H 


52 


196-197 (AcOEt) 



0^mA 1 3 

(2-;e-'¥y -4-7 3i^/V-2, 6, 7, 8-x h 7 1 n^l^^ [g] ^ n pi ^--3 
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(6- 1 Kti 3-$^t Kp -IH-^ l^'fl^-S-^/U) ^ ^ y 

(1.0 g) *5j;r5H;3:^/kr5V (0.98 ml) ©THF (20 ml) ^l^lonCtClTit 
f^/V3/>^ifeiJrny K (0.55 ml) Sr»D^. ll^lStil^Lfco m^KT^^iia^^ 

e>tLfe^atSr h/l'^:^ (10 ml) til^j^U DBU (0.25 ml) ^M^X2. 5^TO 
^!SSiltU;fco }mmRjmtcmt^'^/i^ (eomi) Sr^nxiT^L. ;!k. IS^ 

mm^m : m^^^/\^-^^-^>'=i : 2) icxmrni-tco #e>ttfc(2-:^ 

Mmt:^'^A^(D^&t:mt (20 ml) *3j;tJ««iiife (10 ml) izMMU iN? 
^*PfS§MUfco S(S«fSri^BETT*JgiSSb. nhtiltimtrim (5 ml) *5it5 

i^^3^^7v (50ml) (om-kwm\mmi'fc(D%. mimm^m-rvv^j>> 
^m^. i^T-e^«r®*L. mm^mk^^^^i^-^ y':^n}f/i^:i:.^7'jvi,^^ 

W^mcxm^l^xmiit-^ (0.95 g. IIX¥70%) Sr#:fc„ 
gfc;^ : 216-218t;. 

NMR (CDCI3) 5 : 2.09 (2H. m), 2.81 (2H, d, J=7 Hz), 2.99 (2H, d, J=7 Hz), 
3.41 (2H, s). 6.82 (IH. s). 7.20-7.30 (3H. m), 7.50-7.60 (3H, m). 
IR (KBr) : 3400-2400, 1714, 1622 cm-'. 
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tf^^l (%) :C:74.99, H:5.03, 
USS^ (%) :C:74.75, H:5.13. 

##«»JA14~2 0 



PCT/JPOl/10829 
















#^ 


R* 


R' 


R* 


(%) 


mt^mm 


14 


Cl CI 


Cl 


H 


13 


244-246 (AcOEt) 


15 


F F 


H 


H 


64 


164-166 (IPE) 


16 


Me Cl 


H 


H 


65 


222-224 (AcOEt) 


17 




H 


34fe 


63 


183-184 (AcOEt) 


18 


(CHj), 


H 


4-Me 


81 


231-233 (AcOEt) 


19 




H 


3,4-di-iie 70 


193-194 (AcOEt) 


20 


(CH,), 


H 


4-F 


86 


231-234 (AcOEt) 



##^JA2 1 

2- (7-^ 13 n -6-p< ^/V-2-:t=^y-4- 73;::^/W-2H- n ^ V-S-^Tyk) 
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(4-:^ n P -2- 1 Kta '¥->-5-P< ^/V^i^/WXC^a:-/!^) p{ ^ / (5. 0 g) 
*5j;t;«hy3i^/VT5^^ (5.65 ml) ©THF (100 ml) ^tC0'CIC-C:3^5^/V3^N 
^Wt^nV K (3.47 ml) ^iP;t. ll^P^Si^L^ RJimi^Jk^M^^^^ 

aSSr h/V3^>' (50 ml) IC^«?U DBU (1.25 ml) ^Mx.X2. Sf^mW^M 
Lfco ^^kR}mi^Mm=^^A- (100 ml) ^m:^xmiU 1^:^*5 

m^mWk : g^SI^^/V -=35^1^>'=l : 4) (CTW^L. $ bf^lg^^^/l— '-^ 

-t^^ii^^nm^icxmrni^x^it-^ 0.86 g. jix^53%) ^sr#fc, 

jUl;^ : 132-133'C. 

NMR (CDCl,) 8 :1.23 (3H, t, J=7 Hz), 2.28 (2H, s), 3.36 (2H, s), 4.13 
15 (2H, t, J=7Hz), 6.84 (IH, s), 7.20-7.35 (2H, m). 7.41 (IH, s), 7.45- 
7.60 (3H, m). 

IR (KBr) : 1728, 1609, 1366, 1188 cm" K 
7n^^W:CsoHi7C104^UT 
fYMU (%) : C:67. 32, H:4. 80, 
20 HjlHift (%) : C:67. 55, H:5. 13. 

##0llA2 2~2 3 
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m4) 










R2 


(%) 




22 Me H 


78 


91—92 (Hexane) 


23 CI Me 


71 






(7- iJ' a n -6- ^ ^7^-2-:^^ V -4- 7 :ii^/V-2H- ^ n p« ^ /W) 

fiS^^/J^ (3.5 g) <Z)i^ac5^/V (50 ml) ^iCN-T^P^a/NrJ^m-l' $ K (2.1 

g) isi:m,2' -T:/'iy:f^n=.YV/v (48.3 mg) Sr*P;t. iWADiBSiKL 
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f-i^=l :4) \CX^mVX2-l6-i:fn^pt'^/V)-7-^rnu-2-yt^y-A~ 

omM^^m^ (50 ml) isxu^mk (25 mi) \mmi^. so^mMwmv 

■to RJ^^m&T-VW^L. #feJi;fca^SrTHF (10 ml) *5j:tJl^3i^yV 

(50 ml) ©ta^^fc^i!¥Lfco*>. mammm-Thv ^j>^:m^^ii 

BTXmm^fi^U aSSrg^^^/w-eiJfe^L-C^S^b'a^oa^fB (1.78 g. 

NHR (CDCl,) 6 :3.43 (2H, s), 4.58 (2H, s), 7.11 (IH. s), 7.20-7.30 (2H, 
n), 7.48 (IH, s), 7.50-7.65 (3H, m). 



##^ajA2 5~2 6 




^mmA ItZ^ NMR 

(%) (CDCIJ 

25 OliBr H 50 3.44 (2H, s), 4.49 (2H, s). 



7.03 (IH. d, J=2H), 20- 7.35 (IH, m), 
7.41 (IH, d, J=8 Hz), 7.50-7.65 (5H, m). 
26 CI CHjBr 43 3.44 (2H, s), 4.71 (2H, s), 7.06 (IH, s), 
7.20-7.70 (6H, a). 



##^JA2 7 
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(2,8 -:*-^y-4-73:c^/l'-2,6,7,8-x h^t Kni^^^n^^^^Egl^jr 

0. 



i^^b^nA (33 g) ©ife'fh;»»^W>' (300 ml) !SiS?jSl^-10'C JCT. 3,5-5?pl 

(32 g) S^V^o^lci^;t. mmxnS^W^LfcOh. {2-:t^V 
-4-73i^yV-2, 6, 7, 8— r h 7 1 i^^' o^^^^Jf [ g ] ^J' n ;?t i^-3-^/V)g^ 
(7.6 g) SriDXLfcc ^|ge&-10t:jC-C2^ra^U/c©-^*SriPx.. 

(1.2 g> JlX^15%) 
it^ : 145~148*C. 

NMR (CDCl,) 8 : 1.23 (3H. t, J = 9 Hz), 2.75 (2H, t, J = 6 Hz), 3.08 (2H, 

t, J = 6 Hz), 3.41 (2H, s), 4. 14 (2H, q, J = 9 Hz), 7.10 (IH, s), 7.28 

(2H. m)> 7.55 (3H, m), 7.71 (IH, s). 

IR (KBr) : 2980, 1715, 1615, 1563 cm" » . 

7G^5>^:qs2H,«06i:UT 

tf^iC (%) :C:72.92, H:5.01, 

HJIHiiC (%) :C:73.15, H:5.20. 




#%0ijA2 8 

(2, 8—:?:^^ y -4- 7 3.=/V-2" 6. 7, 8-x h 7 1 K n i/^ n^>'^ [ g ] ^ d ^ 
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0. 




(2, 8- 5?;^-^y -4- 7 31 =1/^-2,6,7,8-7' h7t Ki3'>^'a^>^^[g]^np{ 
Mmt^'^/U (1.2 g) SrllM (20 ml) *5<ttmm^ (10 ml) 

(10 ml) *5j;TJ«g^^^7V (50 ml) ©ii^|^tC^«?Lfc©*>, 7k. IS^^ 

xmmvxmmit^m (0.37 g. jRwro) sr#/co 

ilft^. : 240*0 (deconip. ). 

NMR (CDCI3 +DMSO-cIe Ijg) 6 : 2.74 (2H, t, J = 6 Hz), 3.08 (2H, t, J = 6 
Hz), 3.40 (2H, s), 7.11 (IH. s), 7.32 (2H, m), 7.56 (3H, m), 7.68 (IH, 
s). 

IR (KBr) : 3400-2400, 1713 cm" ' . 

thiLfiS (%) :C:71.85, H:4.22, 
mm (%) : C:71. 40, H:4. 50. 

N-(2.6-v^^ h ^v'73.:::^/W) -2- (2-:t=¥y -4- 7^1=^/1—2, 6,7, 8-x h 
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(2-:*-^y-4-:7ai=7V-2, 6, 7, 8-7" h 9 1 Kp n^l^^ [ g] n 
Z-4AdW^ (ISOmg) ©TBF (10 ml) ^\Z., i?p«^/V3}?/WAT^ K (DMF, 1 
^g) :j3j:TJ?;t-:^rf-yyl'i^oy K (0.06 ml) ^ABx.. ^^{C-CSO:^-^^ UfCo 
5 S^^^^TT?^gijiLr#e>nfca^SrTHF (10 ml) (Cl^ftlb. 2,6-i^^ h 
^^yT=^)}ly (79 mg) *3j;«?h y^i^/VT^ >- (0.1 ml) ©THF (5 ml) 

10 ^/V—THFiDSiS^lll-OWilllUT^^kl-a^ (146 mg. J|XW%) «r#fc„ 
ifc;^ : 213-215'C. 

NMR (CDCI3) 5 : 2.09 (2H, m), 2.81 (2H, t, J = 7 Hz), 2.99 (2H, t, J = 7 
Hz), 3.46 (2H, br) 3,78 (6H, s), 6. 54 (2H, d, J = 8 Hz), 6.85 (IH, s), 
7.14 (IH, t. J = 8 Hz). 7.26 (IH. s), 7.43 (2H, m), 7.50 (IH, m). 
15 IR (KBr) : 1707, 1686, 1508 cm" ^ 
7G^^*f : CgsHjsNOg • 0. 2H,0i UT 
ff-Uffi (%) :C:73.25, H:5.58, N:3.05, 
(%) :C:73.04, H:5.79, N:3.14. 

20 ##^JB2~14 

(2-:^^ y-4- 73:=.yW-2, 6, 7, 8-x h 7 1 Kn v^^' o^^-^ [ g 3 ^ o ;?< 
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0^ 

















R2 




(%) 




2 OEt 


OEt 


H 


64 


216-219 AcOEt-THF) 


3 OKCHa), 




H 


40 


261-263(AcOEt-THF) 


4 Et 


Et 


H 


54 


279-281 (Ac(ffit-THF) 


5 Me 


OMe 


H 


42 


232-237(Ac0Et) 


6 Et 


H 


H 


46 


234-237 (AcOEt-THF) 


7 Oile 


H 


H 


40 


219-222 (AcOEt-THF) 


8 Olle 


OMe 


Me 


73 


237-239 (AcOEt-THF) 


9 OHe 


OH 


H 


72 


179-181(Ac(ffit) 


10 (Me 


Olfe 


OH 


40 


160(decoiBp.)(Ac(Et) 


11 OH 


OMe 


OMe 


32 


170-172 AcOE) 


12 OCFj 

13 OCHCCIip, 


H 


H 


21 


191-194(AcOEt) 


oaKCH,)^ 


H 


33 


181-186(AcOEt) 


14 cyclopentyloxy cyclopentylozy 


H 


47 


224-226 (AcOEt) 



immB 1 5 

N- (3, 13 n -4- f ]} v?/V) -2- (2-:t=3f y -4- 73i=/V-2, 6, 7, 8- 
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(2-:^-:3f y-4- 73i=./V-2, 6, 7, 8-7^ b 9 1 Kn i/^ n^l^^ [g] ^ o ;?< 
-^r/t-)!^ (150 fflg) <DWP (10 ml) ^tOIMF (lig) m^m&M^^V Jl^ 
iJ^py K (0.06 ml) S:3bn;ts ^t§.{CT30^^UfCo RfS^fRSri^JET-CSJlIU 
5 Xn^tltc^m^m (10 ml) KmmU 4-T 5 / -3> S-t^i^ n n l^y 

(100 mg) *3J:tK7K^jk-:J- b y l> A (60%. ^fttt) (40 mg) (OTHF^?KtigT 

:n^/P-raFJ:t)S]e^lCT3»$8UT^a^b'g^^«ife^^ (60 mg, 28%) tV 

10 r^ifco 

it^ : 257-259t:. 

NMR (CDClj) 6 : 2.11 (2H, m), 2.27 (3H, m), 2.90 (2H, t, J = 7 Hz). 2.99 
(2H, t, J = 7 Hz), 3.71 (6H, s), 6.54 (IH, s), 6.56 (2H, d, J = 8 Hz), 
6.86 (IH, bs), 7.06 (IH, s), 7.15 (IH, t, J = 8 Hz), 7.33 (5H, m). 
15 IR (KBr) : 1699, 1655, 1306, 1144 cm" ' . 

5c^^W : CstsHieJ^OjClj • 0.3H30^ UT 
WrMU (%) :C:63.79. H:3.98, N:5.95, 
W&W. (%) :C:63.56, H:4.10, N:5.71. 

20 #%^»JB16~2 1 

. (2-;t-^y-4-73i::^/V-2,6,7,8-xh7t KPv'^C2'^>'i5'[g]^crp<>- 
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0^ 
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18 


CF, 


F 


H 


19 


194-196 (AcOEt) 


19 


OCF3 


H 


CI 


84 


189-191 (AcOEt) 
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^^mB 2 2~4 6 
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23 OMe 
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24 OEt OEt H 54 235- 236 (AcOEt) 

25 01(013)2 CaiCa^i CI 51 245-246 (AcOEt) 

26 Et Et H 53 250-251 (AcOEt) 



H I3 
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5 [^10] 
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##MB4 7~6 9 

##«ajB 1 5 tmm^i^x [^12] (oit-^^rmtio 




##0!iB um cc) 



#^ R» R" R* (%) (gjga^ 
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2-CFs, 4-Cl 


55 


172-174 (AcOEt) 
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2-CF3, 4-Cl 


61 


203-206 (Ac(Mt) 
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74 


236-239 (AcOEt-IPE) 


50 


He CI 


H 


2-CF3, 4-F 


78 


224-226 (Ac(«t-IPE) 


51 


Me CI 


H 


2,4-di-(CFs) 51 


239-240 (AcOEt-IPE) 


52 


He CI 


H 


2-0CF„4-Cl 


37 


214-216 (AcOEt-IPE) 


53 


He CI 


3-Cl 


2-CFs, 4-Cl 


51 


202-204 (AcOBt-IPE) 


54 


He He 


H 


2-CF3, 4-Cl 


65 


201-203 (AdOEt) 


55 


CI He 


H 


2-CF„ 4-Cl 


93 


214-216 (AcOEt) 


56 




H 


2-CF3 


79 


191-193 (Ac(Et) 


57 


(og, 




2-CF, 


68 


205-207 (Acffit) 


58 




3-He 


2-CFj, 4-F 


77 


204-205 (AcOEt) 


59 


(CH^), 


3-Me 


2-CFy 4-Cl 


59 


182-184 (AcOEt) 


60 


(ay. 


4-Me 


2-CF3 


64 


224-226 (AcOEt) 


61 


(ay, 


4-He 


2-CF8, 4-F 


68 


234-236 (AcOEt) 


62 


(Cl^s 


4-Me 


2-CF3, 4-Cl 


61 


235-236 (AcOEt) 


63 




3,5-di 


-Me 2-(yj 


81 


264-265 (AcOEt) 


64 




3,5-di 


-Me 2-CF3, 4-F 


72 


226-228 (AcOEt) 


65 




3, 5-di 


-Me 2-CF„ 4-Cl 78 


221-223 (AcOEt) 


66 




4-F 


2-CF3 


74 


221-223 (AcOEt) 


67 




4-F 


2-CFs, 4-F 


88 


234-236 (Acm) 


68 


(CH,), 


4-F 


2-CF3, 4-Cl 71 


232-234 (AcOEt) 


69 


He CI 


H 


2-CF3 


63 


224-225 (AcOEt -IPg) 



##^JB 7 0 
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3— r/l']-N-(2,6->^7« h^i/'73i=/V)T-fe hT^ KO-g-fife 




^ (0.13 g) ©THF (3 ml) ^(;iDMF (IjS) *5J;t;?;^-=^1^y /ViJ^ n y K (56 

ml) Srinx.. ^iaicrii^^mufc- S^S^RS^^^T■e«^lgbT#bi^;fc^liE 

StTHF (2 ml) t^fi?U 2,6-5^p< h^i/T=yy (46 ml) *5 J:tJt h y oc^/WT 
5 (86 ml) (OTHF (2 ml) ^(CO'C|J:T?rFU:feio ll^lTO#U:fc©*>Sjt& 

btbfcajtilrTHF (2 ml) tC^jSlU i^^^A'T^^^ (200 mg) ©THF (1 ml) ^ 

m^Mx.x-^m^vito iRsm^^yxmfsu n^infcmm^mk^^'f-A- 
(30 ml) mmit-r h }f ^ ATmmxm^vit^ mst^^^ 

30 : 1 : 0. 1) \Z.X^m^^ ^ h\Z]mL^'f-^'1i^hW^^KXm^\.X^mCi^ 

(81 mg. J|XJ^O%) Sr#:fc, 
gfe^fe : 221-223 "C. 

NMR (CDCI3) 6 :2.17 (6H, s), 3.41 (2H, s), 3.48 (2H, brs). 3.79 (6H, 
brs), 6.54 (2H, d, J=8 Hz), 7.08 (IH. brs), 7.15 (IH, t, J=8 Hz), 7.35- 
7.60 (8H, m). 
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IR (KRr) : 1732, 1661, 1560, 1478 cmK 

yc^^^ : CjjaHj.NgOgCIi: Lt 

tfitffi: (%) :C:66.33, H:5.37, N:5.53, 

nana (%) :C:66.17, H:5.38. N:5.22. 



##««JB7 1~7 3 






R» 


R2 




mj^ cc) 


71 


morpholin-^-rl 


OMe 


53 


209-211 (AcOEt) 


72 


NMe, 




54 


301-303 (AcOEt) 


73 


iBorpholin-4-yl 




53 


296-298 (AcOEt) 



0^mB 7 4 

2-[7-^ n ni-6-{(-t/V'Jj^ J) V'- 4 ->f /W') '^M-2-:t^y-4r-7 a:=/W2H-^ n 
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(0.20 g) ©rap (5 ml) ^{CDHF Hm) *5j;t;f:*-dfif y /V^r n y K (86 ml) 

5 THF Oral) tC|§j||U 4-^'tao-2-h y 77V:^tipt^7VT=^y (69 ml) *3J: 
t;;K^{b:>- h y «>A (60%. ^ft^4) (22 mg) OTHF (2 ml) ^l^lCO'CtCTJS 

10 {c-clfejli^. ^^T-e^Sr®*bfc„ nfbfitcjm^m (2 ml) {3:^iS|L. 

^/w^y^^ (0.21ml) ^mk-x 3 mw^i^ito Rjm^^rxmmu # 
e>*Lfc^i6Sri^:3i5^>'V' (30 ml) \zmMvtc(oh. mmti- h y ij^a*^ 

fca^S:'>y*y/^;*7A^n-^h^^^7>f— (MH^: ^'l3tJJi^/^A-;,(^ 
15 y-/V-Ti^*=T7k=40 : 1 : 0. 1) i;i-CJfilS4U. $ e>fc|^K3i^/vd^e>#*&S 

KXmmi^X^ih-^m (112 mg. JtZ^7%) ^#fc„ 
BM. : 205-207 t^. 

NMR (CDCI3) 8 : 2. 35-2. 45 (4H, m), 3.45-3.65 (8H, m), 7.21 (IH. s), 
7.30-7.40 (2H, m), 7.45 (IH, s), 7.45-7.65 (5H, m), 8.08 (IH, d, J=9 
20 Hz), 8.24 (IH, brs). 

IR (KBr) : 1725, 1663, 1530, 1310 cm'^ 
Ttm^m : C^H^NjO^CljF, t tT 
t^38Li[ (%) :C:58.90, H:3.92, N:4.74. 
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PCT/JPOl/10829 



(%} :C:58.90, H:3.89. N:4.61. 



##«a|B7 5~7 9 








IP 


(X) 


1^ mt^mm 


75 


4-phenyl-l- 
piperazinyl 
methyl 


a 


74 


201-203 (AcOBt-ire) 


76 




H 


35 


176-178 (AcOEt-IPE) 


77 


morpholinr^-ylmethyl 


H 


36 


171-172 (AcW-IPE) 


78 


CI 




95 


215-217 (Ac(Kt-IPE) 


79 


CI 


morpholin-^- 
ylmethtyl 


69 


216-218 (AcOEt-IPE) 



##«rtlB 8 0 

[7-^'Pi3-3-{2-(2,6-i^pl h'aE^^'T=U/)-2-;*-=^ry^5^M-2-;^dpy-4- 
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(0.13 g) ©THF (3 ml) jSSS^ElOJMF (IJK) :fej:t5:*-^rf-y /V^' n P K (56 ml) 

5 THF (2 ml) IJI^HU 2,6-i?p« h^->T=y ^ (46 ml) *5 it)? hU oc^/PT ^ 
V (86 ml) ©THF (2 ml) ^{^0*C{crjSTbfco mmmWLfc(Dii>miM 

10 fVtanmiTMe (2 ml) IC^iPL. Wmm.'TYV^J^ ClSO mg) tr*Px.T60t: 

x^^$i^u nhiMtjBm:Tm>hmm^\^xnm\^x^mtmii (ai mg. 
ii5t^6%) 

15 WJ^ : 229-231*0. 

NMR (CDClj) 6 :1.99 (3H. s), 3.50 (2H, brs), 3.78 (6H. brs). 5.09 (2H, 
s), 6.55 (2H, d, J=8Hz). 7.06 (IH, brs), 7.16 (IH, t, J=8 Hz), 7.25- 
7.60 (8H, n). 

IR (KBr) : 1737, 1732, 1477, 1260 cm-'. 
20 7cm^^:C2sV^,mjClt\.X 

H-^M (%) :C:64.43, H:4.63, N:2.68, 
HaiHS (%) :C:64.45, H:4.95, N:2.64. 
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##MB 8 1 

[7-^ P n-3-{2-(2, 6-^ y tr/VT= y 7 )-2-:*-^y:i:.^/H-2-:^=3E^ y- 




5 ##0yB8Oi:l^^te:UT^<t5'a^ (i|Z^27%) 
gk;j^ : 290-292*0. 

NMR (CDCI3) 6 :1.15 (12H, d, J=^ Hz), 1.99 (3H, s), 3.03 (2H, m), 3.53 
(2H, s), 5.10 (2H, s), 7.00-7.60 (UH, m). 
IR (KBr) : 1732, 1647, 1532, 1364 cnf ' . 
10 5c^^*ff :Cj2H3*N0tCltb-C 

(%) :C:70.39, H:5.91, N:2.57, 
IISHtt (%) :C:70.41, H:5.67, N:2.58. 



15 



##^B 8 2 

1^ [7-^ p P-3-{2-(4-^ o n-2- b y 7/W:*-n ^ f^/UT- y / )-2-:*-^r y^i^ 
/H-2-:e-=3r y-4-7 3i=:/W2H-^' p p< :/-6-^ /V] ^ ^/V©-^^ 
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(0.30 g) ©THF (6 ml) ^IZIDMF Um ^XX^yt^-tV /l^^ V K (130 

5 iitrTHF (3 ml) K^M b> 4-^ n 13-2- 7/^:^-13 :^ ^jV7:^ U (104 ml) 
^SjlTJfTK^'fb-t-hy (60%. ift14) (121 mg) (DTHF (2 ml) ^^S^gEl^lO'C 

10 Xmm.. l^£ETt?^Sr®*Lfco #btbfcaS«rDMF (3 ml) JC^L. M 
7lcgt^•:^ h y !>A (121 mg) ^iin;tT60'C(c:T SI^^^Llfco ^^I-tK^AP 

^^A^^'^i.^ p-r (jg»^ : B^g^3:^/^-^^1^:/=l : 2) 

15 T»ML. $?>(c:i^m^^/W;6^e)Si©^fc-C3^$Sb-C^^k#Jjgj (126 mg. JR^ 

45%) ^#fc„ 
. gt^ : 186-18rC. 

NMR (CDCl,) 5 :1.99 (3H, s), 3.49 (2H, s), 5.10 (2H, s), 7.08 (IH, s), 

7.30-7.40 (2H, m), 7.45-7.65 (M, «), 8.08 (IH, d. J=9 Hz), 8.17 (IH, 
20 brs). 

IR (KBr) :1725. 1663, 1530, 1310 cm" ». 

Tim^^ : Cj.HieNOgCljF, t LT 

thjlM (%) :C:57.46, H:3.21, N:2.48, 
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HaiHit (%) :C:57.20, H:3.25, N:2.25. 



PCT/JPOl/10829 



0^mB8 3~8 4 








urn (%) 


jui^ cc) mm^mm 










83 CHjOAc 


H 


35 


184-185 (AcOEt) 


84 CI 


Q^OAc 


56 


237-238 (AcOEt-IPE) 



##0llB 8 5 

' 2 - [7-:^ n i3-6-{(t Kd^^i/ykpt 5^yp)-2-;tdry-4-:7^=/W2H-i{' n 7« V-3 




[7-^ n o-3-{2-(4-^' n t2-2- h y ^/I'^^-n ^ '^^/VT^^ y / )-2-:^'Jlr ya;^ 
/I/} -2-;^^ y-4-7 =/i^2H-^ P ;X /L'] p{ (81 mg) ^THF 
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(0.4 ml) it5iit^:^^y—fV (2 ml) OjS^^iEJil^b, DBU (0.11 ml) i:M 

x.> m.m^xzo^fimw\.tc. Biirnxmrn^^f-^^ (30 mi) ^n^xmix^ 

Xmmit^m (34 mg. I|ZW%) 
il;^ : 241-243'C. 

NMR (CDCI3) 6 : 1.85 (IH, t, J=6 Hz), 3.48 (2H, s), 4.70 (2H, d, J=6 Hz), 
7.21 (IH, s). 7.30-7.40 (2H, m), 7.45-7.65 (6H, m), 8.08 (IH, d, J=9 
Hz), 8.19 (IH, brs). 
IR (KBr) : 1699, 1655, 1306, 1144 cm" ^ 
5cm5>W : CjgHieNO.Cl^F, i: L-C 
H-SLi[ (%) :C:57.49, H:3.09, N:2.68. 
(%) :C:57.52, H:3.09, N:2.57. 



##^JB8 6~8 7 

##«3JB 8 5 tWmeiX^X C^l 6) (Dit-^m^nito 




##«a|B JDl^ (%) illi;^ CC) (Sife^^iD 
R» R2 



86 CHgOH H 37 226-227 OVcQEt) 
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220-222 (AcOEt-IPE) 



#%«*|B8 8~8 9 

C^l 7] 

0 












#^ 


R 


(%) 




88 


F 


52 


180-183 (AcOEt) 


89 


CI 


33 


189-192 (THF-IPE) 



mi 8] 

^0> 




■R 



'r^ R 
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29 3-CFj E 159-161 (EtgO-hexane) 

30 4-CF3 82 202-204 (IPE) 

31 3,5-di-(CF3) 75 193-195 (IPE-hexane) 



^^mA3 2 — 3 4 

0 




OCH2CH3 



CC) 



32 3, 5-di-Me 16 

33 3-Me 12 



34 



3-CF, 



22 



174-276 (AcOEt) 
182-184 (AcOEt) 

142-143 (EtjO-hexane) 



#%^A3 5~3 7 
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R 


(%) 


iM CC) 


35 


3, 5-di4le 


70 


187-190 (AcOEt) 


36 


3-Me 


89 


247 (dec(»np.) (AcOEt) 


37 


3-CF3 


90 


200-202 (EtjO-IPE) 



#%0(|B9O~9 5 
C^2 1] 




R2 



(%) 



90 F 3-CF, 

91 CI 3-CP, 



58 213-214 (AcOEt-IPE) 

70 206-207 CfflF-IPE) 
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P 


4-CP 


93 


CI 


4-CF3 


94 


F 


3, 5-di-(CFs) 


95 


CI 


3,5-di-(CF3) 
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78 250-252 (THF-IPE) 

55 249-250 (AcOEt) 

58 278-280 (THF-IPE) 

70 254-256 (THF-ffE) 



##^?dB9 6~10 1 
C^2 2] 







MB 

r 


R2 


(%) 


mM. cc) 


96 


F 


3, 5-di-Me 


19 


274-276 (AcOEt-IPE) 


97 


CI 


3, 5-di-Me 


12 


274-276 (THF-IPE) 


98 


F 


3-Me 


49 


216-217 (AcOEt) 


99 


CI 


3-Me 


60 


225-227 (AcOEt-IPE) 


100 


F 


3-CF, 


19 


227-229 (AcOEt-IPE) 


101 


CI 


3-CF3 


43 


122-123 (AcOBt-hexane) 



#^^A 3 8 

3- (2-^ 3a^/V)-6, 7-v? t Kp-SH-'I' ^--r y [5, 6-b] 7 ^ :^-2-*/U3j?>^ 
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(6-t Kp^^^-2,3-i^t Kn-lH-'f i^x:^-5-^/v)(2-p«^/V':73i^yw) J 
>- (2.0 g) <DDMF (50 ml) ^K:. 7lC?&T. *^^b':^^y l^A (60%, ^ftffi 
(400 mg) ^nTLHio ^iaT?30^SH^Lfc©t>, ^P^g1^a:^/W (1 ml) ^ifl 

(50 ml) {C^L. DBU (2 ml) SrABx.fco Sf&J^^Sr— ^PfUl«g L 

10 - (m^: '>'y:«^'j^/K mmmk\'mi^f-f^-^^-^^y=\' 3) fc-ciitisib 

r . 3-(2-^ ^/l'73irz/V)-6, 7-v?fc Kp-5H-^ / [5, 6-b] 7 7 ^-2-;«7/l'7}? 
i^ggji^/KOfiSSlB^B^^/Co ^btLfcJi^^X/WrofeMia^THF (50 ml) ^SitJ^pt 
^'y-ZW (30 ml) <om£kmk\^mi^\^. \^^^mctY)>t?J^ (30 mi) SriP 
;tT^S-C3I^IS«i^Uyto K*S?RSri^Tt?»lgU, #?>tt^g8iE{;:*SriD;t. 

^m^\^xim\^xmm-^m^U'^^ (0.9 g. 11x^9%) i:LT#fc, 

: 213-215^:. 

NMR (CDCI3) 5 :2.13 (2H, m), 2.17 (3H, m), 2.91 (2H, t, J = 8 Hz), 3.04 
20 (2H, t, J = 8 Hz). 7.11 (IH. s), 7.26 (2H, m), 7.32 (2H, m), 7.45 (IH, 
s). 

IR (KRr) : 3400-2400, 1720 cm-^ 
7C^^«f :Ci,H,eO!, k\.X 
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C: 78.06, H: 5.52, 
C: 77.82, H: 5.59. 



##0llA3 9~5 3 

m2 3] 



COgH 






R 


W (%) 




39 


3-Me 


72 


240-244 (AcOEt) 


40 


4-Me 


76 


240-244 (AcOEt) 


41 


H 


63 


230-231 (AcOEt) 


42 


4-F 


48 


215-218 (AcOEt) 


43 


4-OMe 


85 


240-243 (AcOEt) 



m2 4) 
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(%) 


mmm 




44 


2-Me 


CI 


He 


53 


224-225 


(AcOEt) 


45 


H 


Me 


Me 


46 


268-269 


(AcQEt) 


46 


2-Me 


Me 


Me 


39 


218-219 


(AcOEt) 


47 


3-Me 


Me 


Me 


62 


224-226 


(AcOEt) 


48 


2-Me 


Me 


CI 


78 


190-220 


(AcOEt) 


49 




Me 


CI 


1^ 
oo 


210-213 


(AcOEt) 


50 


2-Me 


CI 


CI 


62 


193-195 (AcOEt-iiexane) 


51 


2-Me 


F 


F 


40 


206-208 


(AcOEt) 


52 


2-Me 


(ay4 


86 






53 


3-Me 




34 


228-230 


(AcOEt) 



##«R|B 10 1a 

N-(2,6-v=^ h=¥v/>':i:^/^)-N'-[3-(2-^^>'V7ai=/V)-6,7-i?t Ko-SH— fi^ 
7^/ [5, 6-b] 7 7 V-2-^ /W]^^ 




3-(2-P« ^/W7:c=/P')-6, 7-e^fc Kp-5IF^ i^r / [5, 6-b] 7 7 ^^-2-*/^^?^^^ 
(3 g) . MJJ^^/WT^V (2.2 ml) . 33j:T/DPPA (2.9 ml) ©^V^:^ (200 

ml) mL^wi^'^\'mim\jft.(T>%. \.nmmmut. ^a^t??^^. 
mM^'i.. fr-i^;^ h'^e^T^y (1.6 g) ^MfL\nmmmx.fu 
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ic*:j3j:t;t^ una^/vM^Mx.. mm^^k^m. ma^m^m-f- h v pj^^m 

ilfe^S (2.4 g. 53%) tL-r#fc 
WM. : 270^; 

MR (CDCI3) 6 :2.11 (2H, m), 2.27 (3H, m), 2.90 (2H, t, J = 7 Hz), 2.99 
(2H, t, J = 7 Hz), 3.71 (6H, s), 6.54 (IH, s), 6.56 (2H, d, J = 8 Hz), 
6.86 (Ih, bs), 7.06 (IH, s), 7.15 (IH, t, J = 8 Hz), 7.33 (5H, m). 
IR (KBr) : 3241. 1659, 1557 cm" * . 

th^ffi: (%) : C: 73. 28, H: 5. 92, N: 6. 33, 
HaSffi (%) : C: 73. 15, H: 6. 00, N: 6. 29. 



##*»JB 1 0 2~1 3 3 

m2 5] 




##0)iB gfe^ CC) 







IP 




R* (») 






102 


3-lle 


OMe 


OMe 


H 19 


208 idscomp.) 


(AcOBt) 


103 


4-lie 




(Me 


H 53 


236 (deccMDp.) 


(AcCSt) 
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1I\A 
XW 


n 


\XBB 


uue 


n 

n 


OU 


^oo^Mi vAcmsx/ 


105 


2-Ue 


Et 


Et 


H 


28 


250 (decomp.) (AcOEt) 


106 


3-Ue 


Et 


Et 


H 


23 


225-228 (AcOBt) 


107 






Ft 


II 
n 


ao 




108 


H 


Et 


Et 


H 


42 


248-251 ^AcOFt^J 


J.V9 








il 


40 


f laecoiDp. ) }A&jeX) 


IIU 






UDb 


il 






111 


u 

n 




UDL 


n 




^lir^Al^ VACUDX/ 


112 


2-Me 


cH(ay, 


CH(CB^, 


H 


33 


238 (decomp.) OlcOEt) 


113 


3-Me 


ai(cHj)2 


CH(C3y. 


H 


34 


235 (decomp.) (Ac(£t) 


114 


3-ife 


Olfe 


lie 


H 


19 


208 (decomp.) (AcOEt) 


115 


2-Ue 


OUe 


OMe 


He 


69 


280 (decosDp.) 














(AcOEt-hex) 


116 


2-He 


(Ate 




H 


78 


210-212 (THF) 


117 


2-lle 


Olfe 


OUe 


on 


27 


224-227 (AcOEt) 


118 


2-1ie 


We 


(M 


OMe 


36 


218-221 (Ac«t) 


119 


2-Me 


OMe 


OMe 


F 


45 


280 (decov.) 














(CHaCl^) 


120 


4-F 


GHe 


OUe 


H 


36 


246 (decoiq>J (Ac(£t) 


121 


4-(Me 


(Mb 


(Hfe 


H 


58 


238 (deconop.) (AcOEt) 



[^2 6] 
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mB 


R2 


1? 


R* 


(%) 


Wu^ CC) 


122 


2-Me 


CI 


Me 


OMe 


35 


282 (deconp.) (THF) 


123 


H 


Me 


Me 


OMe 


28 


252 (decooQ).) (THF) 


124 


2-Me 


He 


Me 


OMe 


39 


238 (deconp.) (Ac(£t) 


125 


3Htfe 


He 


Me 


(Me 


47 


230 (decomp.) (AcOEt) 


126 


2-Me 


He 


CI 


(Me 


34 


242 (deconp.) (hdOEt) 


127 


3-Me 


Me 


CI 


(Me 


34 


238 (deconp.) (AcOEt) 


128 


3-Me 


Me 


CI 


Et 


23 


235-239 (AcOEt) 


129 


2-Me 


CI 


CI 


OMe 


17 


275-277 (THF) 


130 


2-Me 


F 


F 


OMe 


26 


194-196 (THF) 


131 


2-Me 




OMe 


26 


195 (decomp.) (AcOEt) 


132 


3-Me 




OMe 


47 


215 (deconp.) (AcOEt) 


133 


3-Me 






Et 


32 


235 (decomp.) (Acdt) 






-6 3 











5 [^2 7) 
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/Til A 




lfT7 






(%) 


54 


(og. 


3-Me 89 


55 


He CI 


3-Cl 58 


56 


(ay. 


3-Cl 63 


57 




3-Cl 73 


58 


He CI 


4-CF, 96 


59 




3, 4-Me2 87 


60 




3-Cl, 4-F97 


61 


Me CI 


3, 4-Meg 86 


62 


Br Me 


H 82 


63 


OMe CI 


H 61 



203-206 (AcOEt-IPE) 
262-264 (AcOEt-IPE) 
210-213 (AcOEt-IPE) 
233-238 (AcOEt-IPE) 
231-234 

(AcOEt-hexane) 
189-191 (AcOEt) 
243-244 (AcOEt) 
225-227 (AcOEt) 
256-257 (IHF) 
254-257 (AcOH-H^O) 



##MA6 4~6 5 

0^mA2 7tmmKi.x c^2 8) oit-^^ntto 

Q 

^ ^ O 

Et 






R 




MM CC) 






(%) 




64 


3-Cl 


82 


164-165 (AcOEt) 


65 


4-CF, 


37 


134-135 (EtgO-hexane) 



##«SJA6 6~6 7 
C^2 9) 
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o 














(%) 




65 3-Cl 


89 


173 (deconp.) (AcOEt) 


67 4-CF, 


84 


245 (deconq;). ) 
(EtjO-IPE) 



#%0!)B 1 3 4~1 5 3 
5 C^SO) 



#•§• (%) (Sife^^ 

232-234 (TOF-AcOEt) 
203 - 206 (THF-Adffit) 
268-271 (THF-AcOEt) 
292-295 (THF-ffE) 
247-249 (AcOEt-IPE) 
242-245 (AcOBt-IPE) 
150(decoiq>. ) (IHF-AcOBt) 
180-184 (AcOBt-IPE) 

126-128 (AcOBt-IPE) 

239-240 (AcOEt-IPE) 
201-203 (AcOSt-IPE) 

205-207 (Asmt~m) 

228-231 (IHF-Acffit) 
226-227 (THF-AoCEt) 
250-251 (THF-AcOEt) 




134 


(oyjCO 


3-Cl 


2.6-(i-Pr)2 


11 


135 


(oyjco 


3-Me 


2,6-(i-Pr), 


4 


136 


co(ay2 


3-Cl 


2,6-(0Me)j 


46 


137 


Me 


a 


3-Cl 


.2,6-Me2, 4-Cl 


16 


138 




Cl 


3-CI 


2-Me, 4-CI 


42 


139 


Me 


Cl 


3-Cl 


2-Me, 4-F 


74 


140 


Me 


Cl 


3-a 


2-CH,pH, 4-Cl 


41 


141 


Me 


Cl 


3-Cl 


2~CBJMe, 4-a 


34 


142 


Me 


Cl 


3-CI 


2-C(L0C^0Me. 
4-Cl 


48 


143 


Me 


Cl 


3-CI 


2-Me 


79 


144 


He 


Cl 


3-CI 


2^t 


80 


145 


Me 


Cl 


3-Cl 


2-iPl: 


64 


146 


Me 


Cl 


3-Cl 


2-Et, 4-Cl 


66 


147 


Me 


CI 


3-Cl 


2-Et. 4-F 


37. 


148 


He 


Cl 


3-a 


2.3-Ue. 


56 
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149 


He 


CI 


3-Cl 


2.4-Ue, 


69 


220-222 (AcQBt-IPE) 


150 


He 


CI 


3-Cl 


2,S-Mej 


59 


224-226 OVcOEtrIPE) 


151 


He 


CI 


3-Cl 


2.3-(C^^4 


48 


24^-247 CAcOEt-IPE) 


152 


He 


CI 


3-Cl 


2,4-Cl, 


54 


207-210 (AcOEt-ire) 


153 


Me 


CI 


3-Cl 


2-Cl. 4-F 


44 


211-213 (Ac(ffit-IPE) 



##^SJB 1 5 4~1 7 9 



5 




154 


. (CH,)jCO 


3-Cl 


2-0^,, 


4-Cl 


31 


180 (decoDip.) (AcOEt) 


155 


(C^jCO 


3-€l 


2-a'„ 


4-F 


27 


150 (decomp.) (AcOEt) 


156 


cocoy^ 


4-CF, 


2-CFi„ 


4-F 


34 


14&-148 (THF-IFE) 


157 


C0(CHj)2 


H 


2-CF„ 


4-Cl 


32 


257-260 (THF-ActKt) 


158 


C0(CH^2 


H 


2-CF» 


4Hf 


51 


257-259 CraF-AcOEt) 


159 




H 


2-CF„ 


4-Cl 


85 


232-234 (THF-Ac(«t) 


160 




H 


2-CF„ 


4rf . 


47 


231-232 (AcOet) 


161 


(ay, 


3.4-Ue, 


2-CFp 


4-Cl 


83 


236-238 (Ac(et) 


162 


(ay. 


3,4-^ 


2-CF„ 


4-* 


71 


253 - 254 (AcOEt) 


163 




3-a. 4-P 


2-CF, 


4-Cl 


85 


221 - 223 (AcCffit) 


164 


(CHj), 


3-Cl, 4HF 


2-CF„ 


4-F 


57 


219 - 222 (AcOEt) 


165 


(Cft.)4 


3-Me 


2-<3?3. 


4-Cl 


42 


192-196 (AcOEt-IPE) 


166 




3-Me 


2-CF„ 


A-^ 


60 


215-216 (AcOEt-IPE) 


167 


Me 


CI 3-Cl 




4-F 


50 


210-211 (AcOEt-hexaae) 


168 


(ay. 


3-Cl 


2-af„ 


4-Cl 


78 


215-219 (AcCffit-4iexane) 


169 


(CHj), 


3-Cl 


2-0?,, 


4-F 


82 


219-222 (Ac(»t-hexane) 


170 


(oy* 


3-Cl 


2-af„ 


4-Cl 


40 


214-217 (AcCffit-hexane) 


171 


(cjy4 


3-Cl 


2-CF3, 


4-F 


45 


220-224 (AcOEt-hexane) 


172 


He CI 


4-CFa 


2-CFi. 


4-Cl 


71 


261-264 (AcOEt-IPE) 


173 


Me CI 


4-CF, 


2-CFj^ 


4-F 


67 


250-252 (AcOEt-IPE) 



wo 02/47723 



PCT/JPOl/10829 



159 



174 


Ue 


CI 


3.4-Me8 


2-CPa, 


4-Cl 


67 


253-254 (THF-IPE) 


175 


Me 


CI 


3,4-He2 


2-CFs, 


4-F 


67 


240 - 241 (THF-IPE) 


176 


Br 


He 


H 


2-CFa, 


4-Cl 


58 


22^-225 (AcCEt) 


177 


Br 


Me 


H 




4-F 


56 


237-238 (AcOEt) 


178 


OMe 


CI 


H 




4-Cl 


81 


246-247 (THF^tOEO 


179 


Olie 


CI 


H 


2-CFs, 


4-F 


52 


218-220 (THF-EtOO 



0^mB 1 8 0~2 0 2 
mB2) ~ [^3 3] 



wo 02/47723 
C^3 2) 



160 



PCT/JPOl/10829 



mm 
»^ 








») 




15)A 

181 

182 

183 


nnnu 

NH(CH,),0(CH2)5CH, 
NEt, 


CP3 
CF3 


n 
ox 

Cl 

CI 

Cl 


DO 

87 
58 


104-106 (ACOEt-hexane) 
163-164 (AcOBt-IPB) 

159 CAcOEt-TPE) 


184 




CP, 


Cl 


73 


205-208 (Ac(ffit-IPE) 


185 




CP, 


Ci 


49 


158-160 (AcOEt-IPE) 


186 


— IV^jN-(CH2bO(CH2J2CH8 


CP, 


Cl 


50 


173-175 (AcOEt-lPE) 


187 




CP, 


CI 


96 


205-207 (AcOEt-IPE) 


188 




CF, 


Cl 


77 


193 (decofflp.) 

(AcOEt-IPE) 


189 




CP, 


Cl 


74 


191-194 (AcOEt-IPE) 


190 


-nO-oh 


or. 


Cl 


86 


203-207 (AcOEt) . 
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[^3 3] 



191 




CP, 


CI 


89 


194-197 (AcOEt-IPE) 


192 




CP, 


CI 


73 


196-197 (AcOEt-IPB) 


193 




CP, 


CI 


20 


201-204 (Ac(»t-IP$) 


194 




CP, 


CI 


32 


186-188 (AcOEt) 


195 


JIte 


CP, 


CI 


20 


219-220 (THF-IPE) 


196 


NBt, 


CP, 


H 


25 


206-207 OVcCKt-hoxane) 


197 




CP, 


F 


87 


200-203 (AcOEt-hexane) 


198 




CP, 


P 


83 


203-204 (AcWt-hezane) 


199 




CP, 


F 


82 


216-218 (AcOEt-IPE) 


200 


-i<3-Ph 


CP, 


F 


84 


198-200 (AcQEt-Et(»0 


201 




CP, 


F 


32 


207-208 (THF^rre) 


202 




He 


CI 


22 


239-241 (THF-mB) 



##^JB 2 0 3 
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Wt (0.21 g) OTHF (5 ml) Ig^SeiJUMIF (iM) iS^XJ^:^^'fV Jl^^ ti ]} K (86 

ml) ^m±^ m^i^x mrmwhtco ^^^^^rk^x^mvxnbfitcm 

SE^tTHF (3 ml) iC^^ilL. i-'^ n a-2- h V yiVi^u :^ ^/WT = y (72 ml) 
*5 JirJ^TK^ft:-^ h y A (60%. Jfttt) (23 mg) ©THF (2 ml) HS^^fKlO ncill 

^J^KX^m^. MffiT-C^iESr®*bfco #fetLfcaiiE^lrTHF (10 ml) iZ.mm 
2-p</V*y blf y i^l^iO. 088 g) tDBU(0. 118 ml) SrJDx.. ^-^241^1^^ 

-:;?-ry:/nlf/l.:x-7^/P;j.t>Si^^gLTMfb-a-#JSri^f&^^ (205 mg, 
65%) t UT#fc„ : 213-215 "Co 

##^JB 2 0 4 

2-[7-2}^ d i3-2-:*-=^y-4-73i;^7W6-C(lf y i^:/-2-^/V^^r) ^ ^/H-2H-;^ n 
p< >'-3-^/V'3-N-[4-7/W;*-o-2-( h y 7/W:tnp«^/^)73ic^/U'3T-fe hT^ K<© 



##«a|B 2 0 3 ^:I^JCLX^jb^ (IR^ : 71%) ^nito WiM. : 195- 
196 X: (AcQEt-IPE)o 

##^JB 2 0 5 

2-[6-[[T-fe^>'W (p{ ^v'W) T ? / ] p< 5^/V']-7-:5' n i3-2-;*-^y-4-7 a;=7W2H-^ 
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2-[6-[ (p« ^/vr 5 y ) p« ^7H-7-^ n Ta-2-::*-^y-4-7 3i:=/>-2H-^ o 
3-f /V]-N-[4-^ o n_2-( |. y 7/V;:*-n pif^yv) 73i=:yv]T-fc $ K (##«»J 
B 1 8 0) (0. 20 g) ©™F^(5 ml) {C MJ 3l=}-,vT % V(0. 11 ml) t^tT^^ 
5 /V(0. 033 ml) SrJDxi. 3 1^^^ bfco Sf&?K{-*Srin^g^ife3:f-/V-eJftta Lfc„ 

y M=i^-7^/uib> f>Sj^^ L-cM^b-g^Srii^^ (105 mg. m)tvx 

10 #]fco it^ : 199-201 "Co 
##0ijB 2 0 6 

n 7^ i^-3-'</l']-N-[4-^ a a-2-( h }) V;V:^u p< 5^/V) 7ai=/V]T-fe hT ^ K 
15 <^-g-^ 




^m\B 2 0 5 irl^lcUTM^b-g^ (JR^ls : 66%) Sr#fCo §ll;fe : 215- 
216 "C (AcOEt-Hexane)„ 

20 ##0!|B2O7 

2- [7-^ n D-2-:*-^y-4-73i^>'W6-(lf^7 v^>'-W/V') ^ f^/l-2H-:J' n;^-y- 
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m (0.28 g) ©THF (7 ml) ^{CDMF (ijg) *3j:tK;t-d?lf y/l^iJ^ n P K (120 

ml) ^M^. ^mcximmmwvfco ^^m^msn^xm^Lxm^fitcm 

SE^TBF (5 ml) (C^^PPU 2-^ n n-4- h y >'7P':tPp«9^/VT:=y (101 ml) 
i^XUimiti- hV^M, (60%. ifti© (32 mg) ©THF (3 ml) @^^{C0 'Cl^ 

^y^2,Kx^mm. ms-rxmrn^^^Lfco nbti^^^w do mi) im 

MU tert-zf=f-jU l-lf-<y i;?:^*/WJj?^r->l^— h (0. 191 g) i: h y 5 

:/(o.i4 mi)Srin;t. si^iBiADfssitiigbfco ms^m^^^MTUsm^^/^xmmi^ 

n^fifcB^^Mm (10 ml) fd^jilU^^®? (10 ml) ^MK.fc^s SO^mM 

3j^S(122 mg, SOJt) i: l>T#fco BWSi : 237-242 U 
#%^B 2 0 8 

2-(7-^' P a-6-fc Kp ^->'-2-:*-'^E^y-4-73i=/W2H-^ p 7« i^-3-Y/V)-N-[4-^ 
P P-2-( b y "7/V:*-P 7« ^7W) 73i=/V]T-t br ^ KO-g-f^ 
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CI a-2-( h V y/l'ytvi p< ^/W) 31-/1.] T-fe h T ^ K (##^?i|B 17 8) (3. 20 
g)<^m{kp«5^W'>'^(lO ml) (ilMH:^ikJjN!>^/lt{kp<^ 1/^^^(31.6 ml. 
31.6 niBol)Sr*P;t^ia-T?30rami#JLfc„ ai&^i^***t^a^ji:^Srj!in;tfco 

JISS (2. 05 g, m t LT#fc„ -gP^THF-^ If/Vai— T^/kia^felf jj^^ ^ 
Tifc;SSrS!i;tLfco ife>^ : 246-247 "Co 

##^B 2 0 9 

2-(7-^ o t3-6-t Ko^'>-2-;*-=^y-4-73i:=:yW2H-^ cr j;l :^-3-^/V)-N-[4-7 



mnmB 2 0 8 tl^^JJlLT^M^t-^'fe (JR^ : 58%) ^#fc„ iHl^ : 240- 
243 X, (AcOEt-Hexane)o 

#^^B 2 10 

2_(7-^ o n-2-:*-=^y-4-73i=/U-6-(2-:7^o jK=3|r->Jc h ^e/)-2H-^ a ;?« i^- 
3->r7V)-N-[4-^pn-2-( h y 7/P;^ia;;«^/W)73i=:7W]T-fe hT5 KO-g-^ 



2-(7-:5' D P-6-fc Ki3drSx-2-;^-dry-4-73i=/W2H-:?' ^'-3-'</U)-N-[4- 
^ p p-2-( h y y/V-t^y^^M y:^:=-;V\r± NT^ K (##0!IB 2 0 8) 
(0. 30 g) ©DIIF^(5 ml) \Z.2-ir n nai^/Wai^/Vai— t'/KO. 31 ml) , mWtiJ P 
!>A(o.23 g). J;5{b"^Ky 1>A(0.15 g)«rAD;tl20t:-t?30^IS!^Ufco SIS 
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Mj^ : 170-171 "Co 



2 11 — 213 

#%0!IB 2 1 0 irl^miJlLT [^3 4] (Dit^m^ntc, 
C^3 4) 

CU ^Ol 














#^ 






(%) 




211 


O(CH2)20(ai3),CH, 


F 


32X 


161-162 (AcOEt-IPE) 


212 


0(CH2)20Ph 


CI 


54% 


176-177 (AcOEt-IPE) 


213 


0(CH2)20Ph 


F 


52X 


189-190 (AcOEt-IPE) 



2 14 

N-[4-7/V';t-n-2-( h y f-A^) 7a:=/l']-2-(8-t Ku =^v'-2-:*-'^y- 

4-7 ccn/W2, 6, 7, 8-x h 7 1 K P o 'O'^ [g] ^ n :/-3->f /U) T±hTi 

HQ 

^ 

O 




*?&Tv NaBHj (30 mg) ©DUE (2 ml) !!SiSj0E{J:2-(2,8-i?:^53f y-4-7*=.;W 
2, 6, 7, 8-7^ h 7 1 Ko i/^ V2^y^ [g] ^ n ;^ ^-3— r>'W-N-[4-7/V:^-p-2-( h 
y 7/l'::i-n ^/^) 7 rcri/H-T-fe h r 5 K (#%^9JB 8 8 ) (170 mg) SriDx:. 
$blCptt?y->^P (1 ml) Srinx.-C^i@L-C10^^^L^ ^JKSr^&HIUcft 
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mrrx'fmvx^it^i^^^m^^B (no mg. 65%) t hxntco ~u 

SrilF^rr^yl/i^Pj^^^bTife/^SriSI^UfCo ife^ : 217-218 . 
##^B 2 15 

HO 



##^JB2 16 



N-[4-7/V';rP-2-( h y :7/U;*-Dp«5^/W)73i^7V]-2-(8-t Ki3^r->-2-;r=^y 



-4-73i:=/I^2, 6, 7. 8-7" h 7 1 Ko n^l^^ [g] ^ n J>< i^-S-^T/V-) T-fe 
5 K (###!IB 2 14) (250 mg) <0 h/l^ai^' (50 ml) ^{dp-TsQH • 1 Tfcft 

<fe (300 mg) ^iBx.'sxi^mimsmi^ito Rjm^mmvit(Dt>. n^titi^ 

3 : 1) \ZX^\^X^\t-^m^^^^Mi (200 mg, W74») i: LT#fCo ~ 

n^mt>^w^^\^xmA^m^uto i^m. : 217-218 u 




#%^JB 2 14 i:l^mi2:UT^fb^ (HX^ : 82%) S:#fco Sfe;^ : 225- 
227 (AcOEt)o 
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##«8|B 2 1 6 1 I^KlU-r^flS-^ (J|X¥ : 55%) . Sr#fc„ ill;^ : 196- 
197 (AcOEt-Hexan©)o 

##^B 2 18 

10 (2E)-3-[3-[2-[[4-7yl';*-|3-2-( h U ^JV) T ^ / ]-2-:^:3|r 



15 3->ry^)-^^-[4-7/^:^-|3-2-( h U 7/v:*-n;;t^/i,)73:i^7P]T-fe hT^ K 

1 7 7) (500 mg) <D\m (5 mL) ^(CT^ P /V^^^^V (0.14 nL) . 
EtjN (0.21 mL) . PcKOAc)^ (5 mg) , Y )) y (10 mg) SriD 

20 jlSIL. MffiT-eftlStT^^b-g^SrMfefe^ (360 mg. W 72X) t bT#fc. 
--SPiSri^^^/Vi6^e>ffi^^BLXiil;^<^a«^Lfc M : 233-236 t^o 





##^JA6 8 
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##^2 1 tmm^L.x^it-^ Ofam 75%) trntio Bj^ ■: 127- 

128 "C (AcOEt-Hexane)o 
##0!lA6 9 

2-[6, 7-lf X (T-fe h '^i^pi ^/V)-2-3r=¥ y-4-7 a: =/W2H-^ n p< i^-S-'f /V] 



2- (6, 7-i?p« '9^/^-2-:^'^r y-4-7 3i:=yW2H-:J' n i^-3->f yV) g^ac^/V 
(0.50 g) Og^^a^^/U (20 ml) ^{^:N-^^^=I/^^5'^-r 5 K (0.66 g) *5 
Xm, 2' -T >^-f y = h y (24. 4 mg) ^^JP;i. 1 t^fflAoHajSiSS LfCo S 

nbit1tmmt:mF do mi) ti§«|U ilTfcg^-:^ h y »^ A (488 mg) ^Mx.X 

tf/W^-T^/Vd^ busted UT^^b^ (281 mg, HX^2X) ill^ : 95 

-96 "Co 





#%MA7 0 
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2-[6, 7- If ;^ (T-fe h =3E-iX^ ^/P) -2-:t=ar y-4-7 iiic:^/W2H-^ P / 1^-3— ( /V] 
g^ggac^/L (240 mg) ©^x^/^/P (4 ml) WlCDBU (0.4 ml) SrJlJDX.. 
121T3 0^^^#L^ Rf^i^Wm^'^/^ (30 ml) $:An;tT#«?b:/fc®*,. 

■e^;S:W*Lfc„ nhthtc^^=^-y'/>7!)^bWm^\^X^t-^l^ (167 mg. 
lR^6%) «:#fCo ife^ : 130-131 tJo 

#%01IA7 1 

2- (2, 8-i^:t^y-4-7ai=./>-6, B-i^H Kn-2H-7 13 [3, 4-g] ^ p p« 1^-3— (M^ 



2-[6, 7-lf;^ (fc Kn ^iXpt ^yP')-2-:t^y-4-7 a;::^/W2ft-^ n i- ^y-3-y{ AA 
g^^3i^;V (150 mg) (O^^^ xiu (3 ml) ^JCZ:g|'fk-^y;5f (1.5 

g) ^Utl. ^a{-T-^#Ufc„ ftlliiS:lt*Lfc©t>. ilSSSrMffiTT-gili 

^h^tjm.^mi)^hn^^\.X^\^^ (98 mg. I|K^66«) Sr#fco 
Sk^ : 222-223 "Co 

#%«a|A 7 2 

2- (2, 8-5^:^^ y-4-7 a: =7^-6, S-i? t K p -2H-7 P [3, 4-«] ^ p pi y-3-r /V) 
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O 



OH 



2-(2,8-v?:*-dey-4-73i=^/W6,8-i?fc Kn-2H-7a [3,4-g] ^J' Pp< JV) 
(58 mg) ^Srg^SI (2 ml) *5<ttJ?^m^ (1 ml) {C^jUL. 30^» 

fisi«SL.fco R]i^^msrfcm^v. mhfitimm^m? ao mi) ^tsxxmm 

SrTHF->ry3^Plf/W3^— 7^/u*>e>#?fe^L-C^'fk'a# (72 mg, IIK^92%) Sr 
#fco iife^ : 226-227 *Co 

#%^RIB2 19 

2-[7-^ » o-6-('>Ty p< ^/^)-2-5^^y-4-73l:^/^-2H-^^' n ^ V-S-^/l^l-N- 
(4-^ a 13-2- hi; 7>'V';^n p< ^/V7a:=/V) T-fe: h T ^ K<^-^fiK 



St (1.6 g) <^THF (40 ml) ^{CDMF (SM) *5J:r5:*-Wy /l-iJ' n y K (0.7 

ml) srjn^. mmisix immmwvtio Rmmt:ms.Tiz.xmsLxnhii±m 

SSrTHF (20 ml) |C^i!|L. 4r^ P n-2- h y yA^:trt ^ ^A^T^^ ])> (0. 55 
ml) dSiU^*^^:-?- h y l> A (60%. ffitt) (176 mg) ©THF (20 ml) 

0 x^i^xmrvtco m^xi 2mmmw{.tz(D%Rmm^:^^M^^m^mm. 

^^^^iJ^AlJlTiai^. i^T"^^«r®*LfCo #6,tLfc2-[6-(:^i3^>{5^ 




wo 02/47723 PCT/JP0iyi0829 

172 

jV)-7-^ P ti-2-:^-=^py-4-73;:=:/W2H-^ p p« i^-3->r/V]-N-(4-^ P P-2- h y 
7/U;rPp«^>'W7acn/l.)7'-fehT^ Y(Dim^^m (6 ml) IC^^U W^"^ 
hy-^A (0.l3g) ^l:inx.T3^^^LfCo S^SS^tCTKiSrAB^. ^DfctfcKSr 

:^;7.^iJ'P"rh^77^- (M|g^ : ^ p p -B^i|3i^7^-^d|rf-i^= 
5:1:4) ICTi^lilt. ^ e>t;:THF-i?-Y V^p \fJV3^-'rA^1)^^W^^B 
ik-a-^ (480 mg, 451^5%) $r#fc„ iSfe^ : 247-248 U 

##^B 2 2 0. 

2-[6-(T $ y 3:f-4/)-7-^ P P-2-:*-'^y-4-73i=/W2H-^ P^ >'-3-^/l']-N- 
(4-^ p p-2- h y 7/V;*'P p« f-A'7a:r=./w) T-fe h T ^ K<0^*fe 




2-[7-^ P P-6-($/T/ p{ ^/V)-2-;*-^y-4-:73i::iyi^2H-^ p ^ ^--S-^/l^]- 
N-(4-i?' P P-2- h y y;\^:irxi ^ ^yv:7^r:^/l') r-fe h T 5: K (100 mg) ©THF (5 
ml) ^(iiy^-a/^/Uh (100 mg) i&AD;t. ;!tc^#B^T (4.5 ^) ^fitc 

l^ac^/HJjjg^tT^fk'^ (27 mg. IR^27%) ^mito WJ^ : 165- 
167 'Co 

##«»JB 2 2 1 

2-(2, 8-i^:^-^y-4-73:=/W6, KP-2H-7 p [3. 4-g] p p< ^--S-^T /V)- 
N-[4-7/W:*-p-2-( h y 7/V:*-p ^ "^/V) ^ac^/VlT-fe bT 5 V<0^^ 
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##«ajB 1 5 t^KLX^i[:^ mm : 71%) S:#fCo : 253- 
254 "C (AcOEt-IPE)„ 

##0yB 2 2 2 

5 2-[7-^' n i3-6-[(l-;*-'^i^ K-4-73in/Wlf'<9 i^i^/V) ?i ^M^-^^ y-4- 
73::^/W2H-^ n j?« :^-3-'r/V]-N-[4-^ o n-2-( h y 7/W:^ap« 



2-[7-^ U n-2-5h=^y-4-73i::^/V-6-[(4-7airi7^-l-tf^7-:^=/V) ^/W]- 
10 2ft-^ Pp<>'-3->ryV]-N-[4-^' i3n-2-( h P ^/V) hT 

5 K(1.0 g)©^na4^/l'A^(5 ml) tCBCPBA(0. 41 g)^M^. ^-^30^^^ 

gg3i^/V-p{i?y^/V-T:/^^7':;!K=85 : 15 : 1) {c#LrftiSlU ^e>(cg^ 
^oc^/W-i^xf y^ptfyV.rc-x/W';6^e>HifeSLXM<tl^ (218 ng. JRs^ 
15 21X) Sr#fi:o Sb^ : 157-159 

##^B 2 2 3 

2-[7-i^ n ci-6-[(4-:*-=¥i^ K-4-73:=/Wl-f ^7 p« ^>'V]-2-:*-^y-4- 

20 r-fehT^K^-a-^ 
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2-[7-^ n n-2-:^'3f-y-4-73:=./l-6-[(4-7a:c:i/Wl-lf^9i^^>'V) ^ ^/W]- 
2H-:^ n >f -y-Z-yi M-^[4:-^ n o-2-( h y 77V;*-n p< 5^/^) y'a.^/WjT-fe VT 
K K(1.0 g)Oi5'Pi3Xjx/WA^(5 ml){CinCPBA(0.41 gi^MTL^ ^iaT'SO^K^ 

ggacf^/V-pt^/— ;l'-ri^^:^T;*C=85: 15 : 1) |C#U 2-[7-^na-6- 

P p{ :/-3-^7k]-N-[4-^ n n-2-( h y ^/l') ^o^cr^/VlT-fe ^ K 

(^#{»|B 2 2 2) S:^®lb;fc$>t<D^»4^^S:$ bt;:HPLC(CHIRALCEL OD. ^ 

: 183-184 iCo 

#3t^jB 2 2 4 

2-[7-^ P ci-2-:^-=¥y-4-73:^/W6-[(4-73i=/Wl-lf^7S^=/V) ^ ^>^]- 
5 K ilfflfe^O-g-^ 



2-[6-(:/p*:?i P P-2-:^"^^y-4-7 3i=i/W2H-^ P ^ y-Z-^fVW^ 

m. (0.41 g) t^THF (10 ml) ^{CDMF {m) ^i.'C^:t^-t)}jV^nV K (0.2 
ml) ^Mk.. ^iai^ri^K«#Lfc„ Sf&f^Sri^Tt--C^L-r#btbfca 
iiSrTHF (5 ml) (Jl^lfML. 4-^ p p-2- h y 7/V:*-P 7« ^/VT^ y (0. 14 
ml) mLXJ^^m^-r h y IJ^ A (60%. tttt) (44 mg) <Z)THF (5 ml) JiiB^IC 
O'Ctc-ciSTUfCo ^iax-l 2ltF^1^j^Lfc©*)^IRfC7K^ADx:^^S:g^ 

^^''y^Mz.xWt^. MEETT-^Sr§*U]fc« ^e>Hy5:2-[6-(:/P^pt5^ 
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lf^7i^:/(0. 166 g) y •>A(0. 285 g) ^Mtl. 80'CT-30^F^^Lfc, 

i^^x K*S:«eilrl*Sfe^5"7K5 ml)T-*3RL. *(120 ml) ^^:&^Ji^y^:o ^Cfc 
ittgJ^Sriil&U 3Jc(20ml). a^^y-zwdo mD-CMHiJclfej^U^/t. ifi^b^lfefB 
SrTHFCe ml)tiI^Lfc©-it,, ^1^(0.26 ml) SriP;!. 20^r^jS*?'bfco ttS'fe 

^is5iu. g^:tf-/vxi5fc^b-c^jb^ (491 mg. m^m) mi 

^ : 238-239 "Co 
##^jB 2 2 5 

2-[7-^' P o-2-:^'¥y-4-73;— 7W6-[(4-7cc=/W-tr^9i^=/l') 

2H-^ n p< i/-3-^ >'V]-N-[4-:{^ n a-2-( h »J p< ^/W) 7 o^^/V] T-fe h T 



#%««IB 2 2 4 ^rl^^JCL-T^fb-^ (IR^ : 67%) ^#fco ifc^ : 198- 
204 (THF-EtOH)„ 

#%^JB 2 2 6 

2-[7-^ d n-2-;*-:^y-4-73;=/W6-[(4-73i=/Wl-tr^^i?=.>'V)y '^-yV]- 
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^ (0.41 g) ©THF (10 ml) ^{eiDMF (iM) *5 iTJ^^TWy /ViJ^ n y K (0.2 

iSSrTHF (5 ml) tC^filU. 4-^ n a-2~ h y ;p« f^iVT^^ y (0. 14 

ml) *5J;tK*^^b•:^^ y l^A (60%. «&tt) (44 mg) OTHF (5 ml) mm^K 

ir:^f>^y^l>.\cxmi^s «ffiTt?^Srg*Ufco #e>tbfe2-[6-(:/n^7f^ 
o ti-2-:;^-df-y-4-73iii^2H-^' n V-3->r/W]-N-(4-^ o h y 
P p« 31 =/U) T-fe h T $ K(^a^H^ ©DMF (10 ml) ^^{Cl-7 3: c^/V 

if-<7i;':^(o. 166 g) tmkij y •>iiv(o. 285 g) ^Mx., m:xzo^mw^\^fco 

im^. BU^i:lSm=^^M^ mOX-miX^. 7tc(120ml)K:^fem^:^ ^Cfc 
mm^WSLl.. 7fc(20 ml). 3i^y-yKlO ml)-^li?5c?te^Ufc„ S^bfcig^ 
SrTHF(6 ml)lCg^L/c©*,. «ig»(0.26 mDSriDxl. 20^^#Lfc„ 
SrMStU. g^^3^f^/l-Ti5fe^Lfc„ ^g®tLfcM©^^/-/KlO ml)M^{C 
I&SJ^^^-:^ h y -^i^Tk^OO ml)»x.. 20^FflM#Ufc„ a:®i^^£rii^ 
L. *(20 ml). 3:^/~^(io inl)-ejlg^«fe#-Lfv:„ ISlltLfclfeS 2:11^(20 ml) 

■tt^^-m-^^ /->\^if^^WM^\^x^^\y^^n^^(ss.m g. iR^ 

63%) t LT#fCo ife^ : 201-203 t)« 
##^A7 3 
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/V-) 6^^315^/1^ (100 g) , N-:/n^=2/N^||^^ K (59.9 g) . 2.2'-T>/lfX 
5 -2. 4-:?7« ^/W^ W n = h y /V (3. 48 g) SrAcO* Bu (700 ml) KfSm U BOVX* 
2mmW:WVtCo Rf&IKSrJ^U 2gCUT'^hV^^A^r^iy (34.03 g) SrlO 

^•vmru §it^#rtia4o'COTt?7a:=/pfcr-<7':^>' (45.47 g) 5ri5^** 
rtxMTL/co mrmTm^m.'T^2f^mmw\.tza Rs^mz.^^y-/u (500 

ml) Srl55^;5^tTirf ^bl^l* (200 ml) Srl5:9';5='tt-CjrFLfc„ ITFil^T 
10 ^^ia-C304^. $fe{!:3!lC?&T-Cl^raift#L^ ^Dfcj^^Sr^iSL. 50%3::^ 
/l''CI5fe^UT[7-^ n cr-2-:*-df y-4-73l=/^-6-[(4-73i^=./^tf^9e?>'- 
l-Y/^)^^/^]-2H-iJ'Pp^>'-3— f7V]i^^3i^yKDaj^H^a (100 g : J|X^69?t) & 

:i0LXn^ifl1tm^^ (70 g) SraijJ'y— (280 ml,) *5a:r5AcO*Bu (280 
15 ml) (Om^^iOmSl.^ 40'CT-S:^ (12.2 ml) ^Mx.1t. 40t:-e30^# 

mM^vmn^^hi^^^u if^mWiWi'-fiio ^cfcjs^sr^isu 50% 
j-^\^xm^\.xmmit^ (72 g : mum&^i) ^e^^t LT#yh„ 

NMR (CDCI3) 6 : 1.23 (3H, t, J = 7 Hz), 3.20-3.50 (4H, m), 3.41 (2H, 
s), 3.50-3.65 (2H. m), 3.70-3.90 (2H, m), 4.14 (2H, q, J = 7 Hz), 4.20- 
20 4.35 (2H, m), 6.95-7.10 (3H, m), 7.20-7.40 (5H, m), 7.52 (lH,s), 7.50- 
7.65 (3H,in), 7.80-7.90 (IH, hrs). 

#%^A 7 4 

[7-^ n p-2-:^:Sf y-4-731— /Wfr-[(4-7a:=^yVtf'<9i?^-W7V) ^ ^/w]- 
25 2H-^ n p« ^^-S-^r/l']!^©'^'^ 
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a 




COOH 



2H-^Pp<>'-3-^'/P']S^^^^/l'-it^4g (40 g) ^Sr3:^y— /V (120 ml) (cH 
iSU 2N 7Kg6<b-:^ h V !> AtK^ (144. 5 ml) SriDx.fco 70'CT-li^r^^UT 
#6>tb;fcJlfeilW?KS:. (40 ml) iSj:mmm (49.4 ml) ©i&^SSf 

at't»lC45^**rtTjrFLfco 40'C-CRJS:SK$:8% b y «>A-epH 5.5~ 

6.0lCf8lEUfCo pHd5^:tLfc^rta35~40'CT'15^SH^U. mM.t.X'1^V^ 

(34 g : i|Z^96%) SrSfej^^t b-C#ft:o 
NMR (CDCl,) 8 : 2. 45-2. 70 (2H.m), 2.90-3.25 (3H,m), 3.39 (2H, s), 
3.40-3.85 (4H, m), 4 20-4.40 (2H, m). 6.80-7.00 (2H. m). 7.10-7.70 
(10H.in). 

#%«SJA 7 5 

[6-(:^p^^^A')-7-^ o n-4-(3-^ n n:7 j:=/l')-2-;*-^y-2H-^ n ^ i/'-S- 



MMR (CDCI3) 5 : 3.36 (IH, d, J = 17 Hz), 3.47 (IH, d, J = 17 Hz), 4.60 
(2H, s), 7.07 (IH, s), 7.18 (IH, m), 7.28 (IH, m), 7.48 (IH, s), 7.55 
(2H, m). 
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##^B 2 2 7 




[7-^ p n-2-:*-'^(^y-4-:73i:=:yl^[(4-73iri/vlf-<7i^>'-W/V)^ f^/V]- 
2H-^Uji^^-3-^/U]mk (500 g) SrIHF (5 L) *5j;tW)MF (5 ml) O^^^ 
{C^U 7K}«&T5TOT{C?^L^ ^"^t^/WjJ'ny K (150 ml) SrPM-C^g 
TLfCo IKTi^T^^aiciMU 25~30'CX*5l^^j^Lfc„ ^^m\^h/U^y 

(2 L) «rin;t. i^jftfibfco m^flitmm^TWF (5 L) {CH^SU 4-^Pa- 
2-(bP7/l';j-n7«5"/V)T:=^y>' (250 g) ^iD^. 80*C"T?5I^K3S«g Ufco Kf& 

^fi^«:4o'c;*-e^^^UT■fe^>' (5 u . tK (2.5 l) SrAp^fc„ 25XT^^^r^T7fc 

TT)It=7.6{J:^Sb. 15~20'C-C304>ffim^^bfCo ^mLfc:J^^Srii'il->5>^T?5^ 
mu T-feh:x*5j:t;«7k-T?ife#LX. ^fk^ (487g : »I51^71%) Sr#fc„ 
Bj^ : 201-203 "Co 



#%«^)B2 2 8~2 4 8 
[^3 5] 
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228 


4-Cl 




2-CP3, 


4-Cl 


47 


215-217 


(AcOEt-hexane) 


229 


4-Cl 




2-CFj, 


4-4f 


22 


185-187 


(THF-AcOEt) 


230 


3-Cl 






4-Cl 


42 


203-205 


(Ac(£tHiexane) 


231 


3-Cl 




2-CF3, 


4-F 


59 


180-182 


(THF-AcOEt) 


232 


4-F 




2-CF3, 


4-Cl 


48 


205-208 


(Ac(Et-hexane) 


233 


4-F 




2-CF„ 


4-F 


43 


201-202 


(THF-AcOEt) 


234 


3-P 




Z-CFj, 


4-Cl 


86 


196-199 


(THF-AcOEt) 


235 


Z-P 




2-CFj, 


4-F 


61 


180-182 


(THF-AcOEt) 


236 


3,4-F2 




2-CF8, 


4-Cl 


55 


192-195 


(THF-AoOEt) 


237 


3,4-Fa 




2-GPs, 


4-F 


46 


196-199 


(THF-Ac(€t) 


238 


3.4Hfj 




2-i!e, 


4-Cl 


55 


203-206 


(THF-AcOEt) 


239 


3-Ue 




2-CFs, 


4-Cl 


58 


190-192 


(THF-AcOEt) 


240 


3-lte 




2-CF3, 


4-f 


49 


168-170 


(THF-Ac(»t) 


241 


341e 




2-M8, 


4-Cl 


67 


235-238 


(THF-Ac(ffit) 


242 


3,4-(Me)2 




2-CF„ 


4-Cl 


70 


208-211 


(THF-AcOEt) 


243 


3,4-(Me)2 




2-CFs, 


4Hf 


77 


186-187 


(THF-Ac(»t) 


244 


3-CF3 




2-CF3, 


4-Cl 


41 


183-186 


(AcOEt-iiexane) 


245 


3-CFs 




2-(F3, 


4-F 


62 


198-201 


(THF) 


246 


3-CF3 




2-Me, 


4-Cl 


89 


232-234 


(THF) 


247 


2| 3, 5~ (Mg) 3> 


4-OH 


2-CF„ 


4-a 


22 


216-218 


(IHF-AcOEt) 


248 


2,3,5-(Me)s, 


4-OH 




4-F 


22 


220-221 


(THF-Ac(»t) 



#%«i|lB2 4 9~2 6 8 

ma 6) 






R' 






(%) 


mu^ cc) m^^mm 


249 


H 


2-Me, 


4-Cl 


66 


213-216 (AdOEt-lFE) 


250 


H 


2, 3. 4-F, 


47 


169-174 (AcOEt-IPE) 


251 


4-Cl 




4-Cl 


49 


194-197 (THF-AcOEt-hexane) 


252 


4-Cl 


2-CP3, 


4-F 


49 


178-184 (THF-AcOEt-hexane) 


253 


4-Cl 


2-Me, 


4-Cl 


55 


218-220 (THF-AcOEt-hexane) 


254 


3-Cl 


2-CF3, 


4-Cl 


51 


193-195 (AcOBt-hexane) 


255 


3-Cl 


2-(F3, 


4-F 


37 


170-174 (Ac(«t-hexane) 


256 


3-Cl 


2-Me, 


4-Cl 


41 


199-200 (AcOEt-4iexaQe) 


257 


3-^ 


2-CF3, 


4-a 


49 


110-114 (Ac(Kt-hexane) 


258 


3-F 


2-CF3, 


4-F 


40 


184-187 (AcOEt-bexane) 


259 


3Hf 


2-Me, 


4-Cl 


52 


211-217 (AdMt-bexaae) 


260 


4-Me 


2-CF3, 


4-Cl 


56 


217-222 (THF-Ac(Kt-hexane) 
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261 


4-Me 




4-F 


45 


210-219 CmF-AcOEt-hexane) 


262 


4-Me 


2-Me, 


4-Cl 


27 


189-191 (THF-AcOEt-faexane) 


263 


3-Ille 


2rCFs, 


4-Cl 


47 


183-188 (AcOEt-faexane) 


264 


3-Me 


2-CF3, 


4-F 


37 


134-135 (AcCffit-hexane) 


265 


3-Me 


2-Me, 


4-Cl 


28 


196-200 (AcOEt-hexane) 


266 


3-CFs 


2-(F3. 


4-Cl 


10 


194-196 (AcOEt) 


267 


3-CF3 


2-CF„ 


4-F 


S3 


164-167 (AcOEt-hexane) 


268 


S-CFs 


2-lie. 


4-Cl 


14 


120 (decoBV.) (AcCffit) 



##^B2 6 9~2 7 1 
C^3 7] 






R 




IR^ (%) 




269 


2-CF3. 


4-Cl 


33 


208-211 (AcOEt-hexane) 


270 


2-CF3, 


4-F 


37 


182-184 (AcOEt-hexane) 


271 


2-Me, 


4-Cl 


34 


177-180 (AcOEt-hexane) 



10 



2 7 2~2 7 3 
C^3 8) 



ft 





R Jt2^ 


(%) Sll;^ CC) (SlS^^j^ 


272 


CI 52 


214-217 (AcOEt-IPE) 


273 


F 55 


203-205 (AcOEt-IPE) 
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##«9IB2 7 4~2 7 6 
C^3 9) 






R 




JR* (%) 




274 


2-CF3, 


4-Cl 


67 


216-218 (THF-AcOEt) 


275 


2-CF3, 


4-F 


64 


227-229 (THF-AcOEt) 


276 




4-Cl 


73 


240-242 (THF-AcOEt) 



#%«^B 2 7 7~2 8 3 
##«ajB 2 0 3 [^4 0] (ZJ-ffc-^Sr^fco 

^ y ^ N 

CF3 




(%) 



277 
278 

279 
280 

281 



00- CI 64 

CI 57 



227-230 (THF-AcOEt) 
262-264 (THF-AcOEt) 

F 24 212-215 (THF-AcOEt) 
Ij^j^ F 43 245-247 (THF-AcOEt) 

CI 72 254-256 (THF-AcOEt) 
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5 



282 


0 


" 


59 


251-253 (THF-AcOEt) 


loo 


ai,(CH2),iS ci 


6 


120-122 (THF-AcOEt) 




^if!lA7 6-'8 7 








t#«9jA13i:(SI«|CLT [^4 13 (O^-^^mc. 




i4 1) 






















OH 






#^ 






urn 






r R» 




(%) 


mj^ cc) m^^md 


76 


He 


3-Me 


80 


250-253 (AcOEt) 


77 


Me 


3, S-Mej 


61 


228-230 (AcOEt-IPE) 


78 


Me 


4-F 


80 


253-257 (AcOEt) 


79 


Me 


4-Cl 


87 


238-241 (AcOEt) 


80 


Me 


3-CI, 4-F 


88 


258 (decomp.) (AcOEt) 


81 


Me 


3.4-F2 


77 


262-264 (AcOEt) 


82 


Me 


3-Br 


93 


270 (decon?).) (AcOEt) 


83 


Me 


4-OCF3 


93 


183-186 (AcOEt) 


84 


He 


3-OCF, 


71 


187-191 (AcOEt) 


85 


F 


H 


92 


209-210 (AcOEt-hexane) 


86 


F 


3-Cl 


77 


213-215 (IPE-hexane) 


87 


He 


3-NO, 


74 


260 (decoii«>.) (AcOEt) 



##«»JB2 8 4~3 0 7 
m4 2} 



10 




wo 02/47723 



PCT/JPOl/10829 



184 











(%) 






284 


Me 


CI 


34!e 


85 


235-237 


(THF-AcOEt) 


285 


Me 


F 


3-Me 


67 


218-220 


(THF-AcOEt) 


286 


Me 


CI 


.3, 5- (Me) 2 


65 


266-267 


(THF) 


287 


He 


F 


3, 5- (Me), 


68 


274-275 


(THF) 


288 


Me 


CI 


4-Cl 


80 ' 


284-286 


(THF-AcOEt) 


289 


Me 


F 


4-Cl 


77 


272-273 


(THF-AcOEt) 


290 


Me 


CI 


4-F 


73 


272-273 


(THF-AcOEt) 


291 


Me 


F 


4-F 


70 


271-272 


(THF-AcOEt) 


292 


Me 


CI 


3-Cl, 4-F 


83 


240-241 


(THF-AcOEt) 


293 


Me 


F 


3-Cl, 4-F 


86 


230-231 


(THF-AcOEt) 


294 


Me 


CI 


3, 4-F, 


69 


248-251 


(THF-AcOEt) 


295 


Me 


F 




71 


253-255 


(THF-AcOEt) 


2% 


Me 


CI 


3-Br 


81 


221-222 


(THF-AcOEt) 


297 


Me 


F 


3-Bir 


80 


222-223 


(THF-AcOEt) 


298 


Me 


CI 


4-OCF3 


76 


239-241 


(THF-AcOEt) 


299 


Me 


F 


4-OCF3 


70 


239-240 


(THF-AcOEt) 


300 


Me 


CI 


3-00^3 


40 


171-175 


(THF-AcOEt) 


301 


Me 


F 


3-0CF8 


51 


166-169 


(THF-AcOEt) 


302 


Me 


01 


3-NOj 


80 


234-236 


(THF-AcOEt) 


303 


Me 


F 


3-NO, 


80 


235-238 


(THF-AcOEt) 


304 


F 


CI 


H 


63 


199-203 


(Ac0Et-4iexane) 


305 


F 


F 


H 


68 


204-206 


(AcOEt-hexane) 


306 


F 


CI 


3-Cl 


67 


200-201 


(AcOEt-faexane) 


307 


F 


F 


3-Cl 


77 


206-207. 


(AcOEt-hexane) 



3 0 8 

(2E)-3-[3-[7-^ D P-3-(2-[[4-^ n P-2-( h ]} 7/P;tn ^ ^/l-) 7 j:=>'V]T 5 
y ]-2-;t^y3:^/l/)-6-^ '^/U-2-:t^y-2S-^ O p« :^-4-^/W] 7a:=/V]-2-:/ 



a. 




2-[4-(3-:/p^7ai=/V)-7-:^^ u n-G-/. ^/V-2-;*-=^y-2H-j5' Ppt 
/W]-N-[4-^ ct n-2-( h y 7J\^:tn ^ ^/P) 7 3;c=i/V] T-fe h T ^ K (500 mg) (O 
DMF (5 m 1 ) m^iZ.T/l^=fymm^T. y ^/V (0. 14 m 1) . h]):^ 
'^A^T^V (0.21ml) , Pd(0Ac)2 (5 mg) , Y^)y 3^=-)Vi^7.y ^^y (10 
mg) Srinx., 120*Cr-3NF»WftUfc, m^WT^if^^MTL. mk^'TMZ.X^^ 
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185 

(333 mg. W 67%) h b-C#fco : 202-204*00 

5 

#%MB 3 0 9 

(2E)-3-[3-[7-:^' n o-3-(2-[[4-^ D p-2-( h U 7/l';^-p pt^/l-) ^^c^/P-lT 5 
y]-2-;*-'¥y^5^/l^)-6-p<^/W2-:*-^y-2H-^ np{ :x-4->r>>k] :73:=:/l']-2-7' 



10 




(2E)-3-[3-[7-^' n i3-3-(2-[[4-^' n a-2-( h !J 7yV:a-ti pi ^/V) 7 3i:=:7W]T 
^ /]-2-:*-=¥yj^^yv)-6-p«'^/W2-:^=¥y-2H-^ ti;?^ i^-4-'r/^']7rcn/^]-2- 
:?'l3^^^g|3;^7^ (200 mg) (0:x.^ (5 ml) *5j:miF (2 ml) ©jl^^ 

^K^^:lN*^fe^b•:^^y >j^A>!K^ (3 mi) <srinx.. ^ia-e4^K«#ufco in 

15 (10 ml) Srinx.:fc^g^m^^/Hc:-r^*ffiLfeo }ftW?KS:;ic^U mk^if 

U-C^^fc-g^f^Mfeife^ (137 mg. JR^ 70%) t Lr#fco Hfe^ : 191-194'C, 
#%«»|B 3 10 

20 2-[4-(3-r ^ J y :y^::^;V)-l-^ u n-^^f. ^/W2-;*-^y-2H-^ n ^ y-Z-^ 




2-[7-^ n n-6-pi 5^/^-4-(3-= h p 73;n/v)-2-;i-:3|ry-2Ii-:i^ Pp« >'-3-^ 
/^D-N-U-^ CI n-2-( h y pi 5^/v) 7 31— /U]T-fe hT ^ K (300 mg) <o 

25 (2 ni) ^simHF (5 ml) ©jl^S^t7^-=y^>^ (50 ing) S: 



wo 02/47723 



PCT/JPOl/10829 



186 



(166 mg. W m) t VXH^Ito Mj^ : 206-20rCo 



##«f!lB3 1 1~3 1 6 
C^4 3] 




#^ 








(») 


Bj^ CC) (#I^SmiD 


311 


3-Cl 


3,5-(CF3)2 




72 


236-237 (THF-AcOEt) 


312 


3-Cl 


2, 5-(CF3)2 




64 


242-244 (THF-AcOBt) 


313 


3, 5- (Me) 2 


2-Me, 4-Cl 




64 


275-276 (THF) 


314 


3-Cl 


2, 3, 5- (Me),, 


4-OH 


49 


150-151 (THF-AcOEt) 


315 


3, 4- (Me) 2 


2, 3,5-(Me)3, 


4-OH 


70 


173-176 (THF-AcOEt) 


316 


3,5-(Me)^ 


2, 3, 5- (Me),, 


4-OH 


73 


248 (decomp.) (THF-IPE) 



##«»JA8 8~9 3 
C^4 4) 






R 






88 


7-Cl 


83 


178-181 (AcOEt-IPE) 


89 


6-OMe, 7-Cl 


86 


226-229 (AcOH-HjO) 


90 


6.7-Me2 


90 


213-215 (AcOH) 


91 


6-Cl, 7-Me 


85 


218-220 (AcOH) 


92 


6.7-CI2 


79 


231t233(AcOH) 
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93 



6,7-F, 



80 



187 

199-201 (AcOH) 



##^B3 1 7~3 2 8 
C^4 5] 






R> 






i) gii^ cc) m^^mi) 


317 


7-Cl 


CI 


70 


160-164 (AcOEt-hexane) 


318 


7-Cl 


F 


61 


170-175 (AcOEt-hexane) 


319 


6-OMe, 7-Cl 


CI 


78 


209-211 (AcOEt-hexane) 


320 


6-OMe, 7-Cl 


F 


78 


202-206 (AcOEt-hexane) 


321 


6.7-Mejj 


CI 


76 


206-208 (AcOEt-hexane) 


322 


6,7-Me2 


F 


76 


200-202 (AcOEt-hexane) 


323 


6-a, 7-Me 


CI 


82 


222-225 (AcOEt-hexane) 


324 


6-Cl, 7-Me 


F 


85 


196-199 (AcOEt-hexane) 


325 


6.7-CI2 


CI 


82 


213-215 (AcOEt-hexane) 


326 


6.7-CI2 


F 


87 


222-224 (AcOEt-hexane) 


327 


6.7-Fj 


CI 


85 


192-194 (AcOEt-hexane) 


328 


6,7HF, 


F 


70 


176-178 (AcOEt-hexane) 



##MA 9 4 

(4-^ a n-2- fc Kn ai^/P') ( tf V i?i^-3— T /W) p« ^ y 




Z-\f^)-JVUjVft^rJ^\L K (2.2 g) (DTHF^ (50 ml) tJl. l-:/p^-4-^' 

ni3-2-pi h'a^i^-5->l5"/^•-=i:/•^>' (5.0 g) , -^^^i/^J^. (0.8 g) iOHS 

UfcGrignar<^©raF^ (50 ml) SrO'C-CfTFU. ll*^^^bfc„ 
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ti:<ik<ojomcm\f\ hji'^y (150 ml) . rmt-^^^^ (15 g) SriD^T 

Deen-Stark«^ffi^^Tfla7KL^5^^5^1^r^JlWi^SLfc„ 0&i^T^. 
(50 ml) . VUBBr^/mtJ^'^l^y (60 ml) ^SriOXLT^aX- IB^i^LfCo 

(MS^ : 1^11^5^/1') leiTiKiaLTM^b'g^^^^^tJfe (2.4g) 

MIR (CDCI3) a :2.28 (3H, s), 7.14 (IH, s), 7.37 (IH, s), 7.50 (IH, dd, 
J = 8 Hz, 4 Hz), 8.00 (lH,m), 8.84 (IH, dd. J=4Hz, 2©. 8.90 (IH, d, J=2 
Hz), 11.75 (lH,s)„ 

##^9 5 

(7-^ n n-6-p« '^A^2-:t^ y-4-lf V i^^^-Z-^ 7W2H-^ n 1^-3-^ /U) • 



##00 A 1 3 tmm\^VX$mit-^ (HX^ : e ?%) «r#fc„ Sl;;^ : 279- 
281*C (ptiJ'y-yV) o 




##^9 6 

[4-^Da-2-t Ktidfi/-5-[(4-7ai=:7Hf^7$>>'-W/l') P^'^/l'] 7^1 = 
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NMR (CDClj) 6 : 2.65 (4H, t, J = 5 Hz), 3.14 (4H. t, J = 5 Hz ), 3.59 
(2H, s), 6.80-9.00 (12H, in)„ 

##«5!lA9 7 

/W2H-j5^ dpi :/-3— f/Ulg^a^^^TK^-g-^jg 




##«3|A2 1 tmmi^VX^it-^t^ mm : 2 2%) ^#fco Hfe^ : 153- 

isrc (g^3^^/u— f y^^n if/V3i-x/v) o 

##^JA 9 8 

u o-6-p« ^/W2-;^-=3ry]-4-lf y i?^'-3->r /V-2H-^ ap< ^'-S-^/VDB^^cc 




(4-^ X3 Cl-2-t Kp df-i^-S-T^ p« ^ / (130 g) % 
T-fe h y/l^ (325 ml) ^tai?DBU (217 g) ^Mk.ito |!&40'CtC*D 
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mu KJiSM|g^40~45'C;jcfife*,;&;65P>j:^/U3/NiJ^Sg^'ny K (147 g) <DT 
-feh-hy/W (234 ml) m^^mrVfto MTi^rm. 40~45'C-C30:»-mi^Lfcu 

Wm&m^ (140 g : IR^74%) tLX^tLo ' 

NMR (CDCI3) 6 : 1.23 (3H, t, J=7 Hz), 2.28 (2H, s), 3.36 (2H, s), 4.13 
(2H, t, J=7 Hz), 6.84 (IH, s). 7.20-7.35 (2H, m). 7.41 (IH. s), 7.45- 
7.60 (3H, m)o 

##MB3 2 9 — 3 3 0 

m4 6] 



#%«filB3 3 1 

Z-t7-^ n P-2-:^-'^ry-4-73;=/W6-[(4-7 3i=/Wl-tr^7i?:i/V) p» ^/l^]- 
2H-^Pp«i^-3-'l'/V]-N-(4-t Kn=^v^-2,3,5-h y ;^^/U7ai=/k)T-fe hT^ 



2-[7-^ P D-2-:^^y-4-7acn/^-6-[(4-73t:=i/Wl-lf^7i?=^/W) ^ 'f'/l']- 
2H-^' n p« i^-3-r A']-If-(4-t Kn =^>'-2, 3, 5- h y ^/k73:=/V)g^ife (200 
Dg) ©DMF (2 ml) i^\z:^ 4-T5/-2,3,6-hy;;<'^/l/73^y— (68 mg) ^ 




329 CI 64 212-215 (THF-AcOEt) 

330 F 53 213-215 (THF-AcOEt) 
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l':x.'^;V-Z-{Z-^^:^=J-;vr%/-:fu\fA')ij;V^Z^y(% K (118 mg) , 1-t Ko 
^-y^VVY)}T:/-7V (83 mg) ^M^. ^^ar— ^^Lfc„ mmx^i^^ 

(SH^ : -^^1^>'-g^Sfecn^/^= 1:1) lCT*l$!iU. $ feld^Sfea^^/W*^ 
bSifeSLT. ^^b^^ilfe^S (84 mg. IRS^ 33W ^UT#fc„ iSI/i^ : 
193*0 (decomp.)o 



##*^B3 3 2 — 3 3 3 
#%*a|B 3 3 1 irl^^lcLT C^4 7] ©flS'g^feSr#;fc„ 





R 


IR¥(») 


H!;^ CO) (m^mm 


332 


2-Me, 4-Cl 


20 


290-292 (AcOEt-IPE) 


333 


2, 3, 5-(Me).,. 4-<MI 


36 


242-246 (AcOEt-IPE) 



#^«i9B 3 3 4 

2-[7-^' P n-2-:*-'¥y-6-[(4-73i=/l^l-lf'<7 v?=yw) ^ '^/l']-4-(3-lf y i?= 




7-^ a P-2-;*-=3f y-6-[ (4-7 :ii=/l-l-lf ^7 V':=-)V) ^ ^7V]-4-(3- f y 
/V)-2H-^ P :/-3->f /l']g^a:^/l'(500 mg, 0. 97 mmol) (r>=^9 J — ^KlO ml) 

jsijiiartii, 2 s^siffc:":^ h y ATk^d. 5 ml) «rip^. 70'CT- 1 i^raiDf^ 

i^LfCo l^£^(3ml)SrJn^. |^^gfokm-:^hy!>A7k^-e4' 



wo 02/47723 PCT/JPOl/10829 

192 

#bttfc||^*(350 iiig){C'IHF(5 ml), DMF(1 drop), :^^b^:*-->'V(0. 22 ml) 

sriDx.. msx'2t^mmwhtco ^stmets^u imicmasmL), 2- 

7- 5 y _ 5 _^ o a^^-j/ h y ^/U':*-!) K(0. 38 ml, 2. 1 nmol) t:Mx.Xs SOV 

ifco ttW^KSri^BK^b^M^y !j^A7fc?§?ft-ei^u ss^-^i/^'^i^A-eia^. 
^ yzfn}f/i^=^-7'/ui>^p>w^^\^xmmi\:^i:m^^ (102 mg. nz^ 

10 21%) t b"r#fco gfe^ : 214-216 *C„ 

#%MB 3 3 5 

2-[7-^ PP-2-:t=^E^y-6-[(4-7a::::/Wl-lf^7J?n/^)p<^/V]-4-(3-fcry i?c=: 
15 'fehT^K©'^^ 




#%IWB 3 3 4 tl^^jeibr^fli^ (HK^ 21%) Sr#fco ife;^^ : 202- 
205 (i^^cc^/k->r y:/n fcT/Pa:— 7^7k) „ 

20 ##^^!|B3 3 6^>?>3 3 7 

##MB308i:!^IIIHUT C^4 8) (O^'km^nit. 



C^4 8) 




##giiB#-^ R (%) it^ cc) mmmm 



336 CI 64 118 (decomp.) (AcOEt) 
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337 F 39 193-196 (AcOEt) 



##^B 3 3 8 

3-[3-[7-^ P D-3-(2-[[4-^ n n-2-( h V ^ )Viirn p< ^jv) 37 ^.-yU] T ^ / ]-2- 




(2E)-3-[3-[7-^ a P-3-(2-[[4-^ n P-2-( h U p< 'f-iv) 7zx,=^/U]r ^ 

J Vl-ir^ y 3i^;V)-6-^ ^;W2-:*-df- y-2H-^ a pi v-4->r /V] 7 a =i;v]-2-:^ 
xi^-y^zc^A^ (138 mg) O^:^/— (5 ml) . IBF (2 ml) 

G^lOOmg) ^Mtl. im^m^. ^iaT-4I^P^^#Lfc„ -fe7 

^ai^/V^:»e,ff3^^LT^{k-^S:M^^ (131 mg. IR^ 9SX) LT#fc„ 
iHiC : 116^ (deconpJo 



#%«?ilB3 3 9i^P>3 4 0 
C^4 9) 




X-CO2H 





R 




(%) ife^ cc) m^^mmm 


339 


F 


ai=CH 80 


260-262 (AcOEt) 


340 


CI 


CHj-CH, 89 


170-172 (AcOEt) 



0. 2 g 
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t Kodf-i/^D If/V^-^^/l^yWa-^^^ U'- h 1 . 8 g 
-^tf 2. Og 

#%^JB7 SOjk-a^ (0.2g) ^m.it^^l^l^ (24aiL) *5 JztJ^a:^ 
(16inL) l^l^^U ^itblJlt Kn:^i/ynlf/V^^/l/^/VD-;^7^W'- h 
5 (HP-50. mjS^b^XHtfcS. 1.8g) SriP^T^U :^:/i--K7'r^ (^-^ 

^^UT. ^MBl ba>it^t6o<omWimm (l.4g) Sr#fCo 



10 ##0ijB 7 SO-ffe:^ 0. 2g 

0. 2g 

-^tf 2. O g 



##«SJB7 5®>fb-a^fe (0.2g) ^mt^'^l^^ (24mL) ioit;?^:^ /-/V 
15 (ICmL) r.tl»2:fc Kn '¥'>':/n fcT/V^ ^>H/^/Vp 7 ^ h 

(HP-50. mM{k¥Xmilj!i. 1.6g) ^M±xmmV±. ^©^iCfLJI 
(o.2g) Sr>!inKir*^-{e:^L. ^^v^W^w— K^-T-^ (ir^ h^^lfcM) 
^v^-c^^^^g*ufc„ ;^i^^K^^:^^-e^^Tici4^ra$atL-r. # 
^mB7 5(0^t-^(omi^mc^ (i.4g) Sr#:fco 

20 

t Ko dr->':^n f^/l^/wa 7^ l^- h 1 . 4 g 
^ 0. 2g 

25 •a't^ 2. Og 

5(Dit^ (0.4g) Sr^&'fk^f'W:^ (24niL) *5j;TJ«:t^/->^ 
(l6mL) fC^jSfU rtllct Ka:aE^v'7^nlf/Up(^yV^7UP-;;?.7iJ' W- h 
(HP-50. mmt^umM. 1.4g) SrAP;t-C^Ufc„ CCD^tC^;^ 
(0.2g) SriD;tT*&-lJ:!g®U ^^cv^■c;^::^^^K7>rir (ir-^F^^Ii^) ^ 
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nmB7 5(Dih^^(Omi^^^ (l.4g) ^Wco 



0^mB7 5(D{t^ 0. 6g 

fc tT/M '^A^A^n -:^y^u—Y 1 . 2 g 

^ 0. 2g 

-a-H- 2. Og 



m^mB7 SOit^ (0.6g) ;^it'fk;?«^W>' (24inL) fej;!/^!^/-^^ 
(ICniL) IJIS^U Cltbjcfc Kn^i/yi3fcryM^/l^/H3-;^7^W- h 
(HP-50. -fSM^b^X^fciSl. 1.2g) »;lT^LfCo ^(D^lca^l 
(o.2g) $:*n;t-C^-lc!i®L. ^v^T•^:/^- K^'f (-V-rb^^^^) ^ 

^mB7 5(oit^<omi^6mm (i.4g) 



mnmB7 5<Dit'^m o. 2g 

:^--r K7^y h 1. 8 g 

•^tf- 2. Og 



##«»jB7 5(Dfl:'g^ (0.2g) Srifi^bp<^W>' (24ibL) :j3itfac^ /-/l^ 
(l6mL) fvl^jSlU. i*Llc^-f K7=3f5/ h (L-100-55, n— A^fctSt. 1.8g) SriD 

^^iMmm^xmmr\^imm^i.x. ^mB7 5<oit^<Dmi^^ 

Wcm (1.4g) Sr#fc„ 



0^mB7 5(Dit'^ 0. 2g 

;^->f K9^y h 1. 6 g 

an 0. 2g 
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^t\r 2. Og 

0^mB7 5<Dit'^m (0.2g) ^m.ih:^'f-U>^ (24inL) ib*J;tK3i^y-/V 
(l6inL) tCl^U CtbtC:j-^ Kydf y f (L-100-55. n-AtfcSl. 1.6g) 
x.T^Ufc, rro^tc^ (o.2g) SrABx:T«&-l^lilSU ^Jcvn-^:^:/!^ 

-ci^TCu^^ia^uT. mnmB7 5(oit-^(Dmi¥^m (i.4g) sr#fc. 



##MB7 5(Ofl3-^ 0. 4g 

10 :^->fK7=¥yh 1. 4g 

^ 0. 2 g 

•^ff 2. Og 



^mB7 50it^ (0.4g) SrJt^lSp^f^l^i^ (24niL) ^J:XJ^:r.^ /^A^ 
(lemL) fzi^U c:ixlc:t--r K7=^f y h a-ioa-55. o-AtfcM, i.4g) $r;!«i 
15 ;tT^Ufc:„ (o.2g) S:Jnx.-C*&-lc!lSU ^!fcv^•c;^y^- 



20 ##0«|B7 SO^fc-a^fe 0. 6g 

h'y^^y h 1. 2 g 

MM 0. 2g 

-^th 2. Og 



##0!lB7 SO-fk-g^ (0.6g) SriSft:p«^^>' (24niL) :feJ;tFrc^/^/i/ 
25 (16mL) JC^L. ^ttJd^f^r K^^i/ h (L-100-55. n-AttJi. 1.2g) Sfifl 

:tT^^LfCo (o.2g) SriDX-T^-Jc^L. ^^CV^W7'^- 

•T*ms.Tiz.imm^\^x. ^mB7 5(Di[:^<om^^m (i.4g) ^nito 
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(1) mim^ 

(A) mmm2(Dmi^^i^o 

(B) ^88^ LT##^B 7 5 <0{t^^tll^i^(Df^^, 

(2) |it^& 

^fe«V\ ##|f!lB7 5©^b-a^«>^+=afcE0*^jfe||2?K (pH6. 
8) (cfcNtS^^StrSy^LfCo fiP*,. igfl:Wl-m+HQfejE0;*:m^feB2^S 

(pH6. 8) 10mLAi^. ;i*l.{::±IE©|i«ag^f^ (##«9|B 7 5 (D^fc-a-'feS: 
2 0m g-^Wi-S) Srl^ ^ta-e^i: 5 Ufco Si: 5 SrJ^ttX 3 Nfil^t::. 

7 5 O^fb-e^^D^^ftSrHP L C-caj^Lfc, 

(3) ir^m 
C^ 5 0 ] 



mm 




A 


2 2 1 


B 


0. 00 



Ki^^j2 mam^ 
(1) 

(A) t hx^mmB 7 5 <o^b^jetvgf*c©jfes„ 

(B) miim2(Dmi^^iK 

(C) ^Jfi«aj3<^@^^^*:o 

(D) ^«»j7(Z)@{*:5m{*:o 

(E) mmmsffymw^mi^ 

(2) 

+H3S:iE 0 2 ^ 5 0 0 m L SrTO LT 1 0 0 m g bTf^^^T/j: 

(3) fi(@^m 
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C^5 1] 





(%) 




10^^ 


30^^ 


120^^ 


A 


0 


0 


0 


0 


B 


79.9 


84.4 


90.7 


97.1 


C 


59.7 


64.5 


73.2 


79.2 


D 


88.5 


89.5 


94.3 


97.8 


E 


68.0 


77.0 


84.0 


82.0 



(1) 

5 (A) nmt vx0^m7 5B<o^\:i^^ti^{^<om^o 
(B) m&m2<Dmi^^^ 
(c) m^m3(omi^^^a 

(D) ^m4(om^^i¥o 

(E) ^msomi^^i^o 
10 (F) m^msiomi^^i^ 

(2) 

mnmB7 5<Dit^m(Dmi^^i^^'^tf±m^ aomg/kg) ^^mm^^ 

m'^tm^mmmi^^n^h^77^-icx*). i. 2, 4, s, 24i^r^ 
15 ^\m&Lito 

(3) 

[^5 2] 





lflLj^4'JliS (/ig/mL) 


11^^ 




41^^ 


81^^ 




A 


0.038 


0.066 


0.087 


0.067 


0.000 


B 


1.069 


1.083 


0. 538 


0. 141 


0. 020 


C 


0. 658 


0.824 


0.449 


0. 197 


0. 000 


D 


0.769 


1. 017 


0.407 


0.091 


0.000 


E 


0.424 


0.724 


0.401 


0.230 


0. 000 


F 


0.579 


0.614 


0.354 


0.073 


0.000 
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0^mB5 3<Dit^ 0. 2g 

t \fu^i^n }fA^}f.f-A^jVvi -^7^ru-\. 1 . 6 g 

5 ^ 0. 2g 

•a-tf 2. Og 



0^mB5 3(Dit-^ (0.2g) ^Mit^i^l^:^ (24fflL) iSitl^^XiJ? /-/i^ 

(16idL) i::^ t K n ^^/^n tT/w^ ^/v^/vp _ ;^ 7 ^ |. 

(HP-50. -fijIKb^XlltfcK. l.6g) Sr*n:tT^«?Ufc„ ^(DmnzmJ^ 
10 (o.2g) iSrini^-t*&-tc!gSU. ^v^-t?;^:/V'-K7'r't (•^n' hff^^fcSft) 

^mBSSiDit-miKDmi^mc!^ (l:4g) $r#fc, 

1^0910 

15 ^^mBSZtDit-^ 1. 5g 

t Ko dpi<:/'i3 tf/vp? ^/i^/^n 7 ^u-h 3 . 1 5 g 

2Ky^=3rv^:i^^i^:/jK!J;*-=¥-:^::^pfcr^:^^^y 3— /V 0. 25g 

7i^y/w«itgfe-^hy !>A 0. ig 

•a-tf 5. Og 

20 0^mB5 3(Dit^ (1.5g) ^m^^^'^l^^ (6O1BL) /V 

(40inL) fii^b, t Kn tf>'i'p« ^yk^/H3 -:^y^r u- h 

(HP-50. 'ftM'fb^X^tm. 3.15g) t:^V :t^i^:^^u:y:^V 

y n-A^ (PEP-101. 7 hmHtfcSSi. 0. 25g) J:tJ«7 «> y yV?5g^-^ h 
yi^^ i^msmm. o.lg) Sr*P;tTi§«?Lyfc„ ^^cv^T';^:7^^'-K7-f■y 

»-14NfF^^UT. ##«fyB5 3 0^b^ife©@flc^J^ (3.0g) 



m^mB5 3<oit^ 



1. 5g 
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K^^af 5/ h 3. 15g 

2Ky:t^^/^^W>'jKy:t^rv':7'ptri/i/^y 3— O. 2 5g 
y^VJi^m^i-hV^^ 0. Ig 

-^tf 5. Og 

##MB5 3©fl2^ (l.5g) «r4fi<fcj?<^^>' (eOniL) ^Jj:^^!:^/-/!^ 
(40mL) Ic^^U ::inK:i'^ (L-100-55. n— A^fjg, 3. 15g) t 

•^]}:t^'-y^'^vy:^)):i-^iyyn\fuy^))::x—/v (PEP-lOU yxi^d^vm. 

mM. o.25g) i5i:ny^^jA^mmrv]}^j>^ mmmMs o.ig) ^*dx. 
(omi^^m^ (3.og) s:#fc„ 



(1) |i«l^l«3|sF 

(A) nmt L-C##MB 5 3 0^t:-a^^tli«:©Jig^„ 

(B) ^m9<Dmii^^^o 

(C) HJfeMl 0©@*Js:^#:<, 

(D) ^mii(omi^^i¥o 

(2) f^i^jfe 

##0!lB5 3©jk^O@^|:i^ft:Sr'^tf±|B|im (lOingAg) 

m^mm^mmimi^^f''^h^^y>(-KX'Os u 2, 4. s, 24i^p^ 

(3) f!tg^m 

- mnmB 5 30^^©@(t:^**5irm^©jiiLit4»«SSrTIH©^5 3 til 
m5 3] 





(/ig/mL) 




2« 


4Nf^ 




24lt^ 


A 


0. 110 


0.142 


0.090 


0.087 


0.000 
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B 


0.530 


1. 015 


0.762 


0.385 


0.000 


C 


0.509 


0.685 


0.591 


0.305 


0.000 


D 


0.758 


0.698 


0. 374 


0.152 


0.000 



0^mB2 9 2(D^^ 0. 2g 

fc Kcr^i^7'Dtr/M^;v^/H3-;^:7^^- h 1. 6 g 

5 0. 2g 

^Sh 2. Og 



0^mB2 9 2(Dit-^ (0.2g) ^mt:^f-^:^ (24biL) *5 J:tJtc^ / -/P 
(leniL) t^«IU ^fiV:.\iVn^i^:fvi}fjiV:^^A^A^n-:^y^u-h 

(HP-55. mm\t^-xmM. i.6g) m\\^xmm\^fc. r<^»{ca«i 

10 (0.2g) »x.T*S-{c^L. ^VNT-^T'V-K^^r-Y (ir-^ hjpt-^tfcii) ^ 

^mB2 9 2(D^t'^(Dmi¥m.m (i.4g) 



HMM 1 3 

15 ^%«»jB3 2 3©'fb-^ 0. 2g 

t Kti'3E-i/;/ptr/Vpt^4^/Va-:^7^'V'- h 1. 6g 

HJI 0. 2 g 

2. Og 



m^mB3 2S(Dit-^ (0.2g) ^Sr^-fb^^l/V^ (24mL) SSiTJti:^ y 
20 (16idL) {C^U itltCk Ki3=^v^:?'t2tfyUp«^yl^/UO-;^7^V'- h 

(HP-55. -©i^^X^tUS. 1.6g) t:Mx.xmmvtio ^©^{cfLiK 
(o.2g) »^T*&-tc®«u ^v^■x?;^::^^-K7-r^r i^-^hm^^ Sr 

#^JB 3 2 3 (Dit-^o^mi^^m (1. 4g) <S:#fc„ 

25 

##0!IB 3 2 1 (D^b-g^^ 0. 2g 
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t Kn dpv/:/a if/M ^/v^/^ta 7 ^ l^- h 1 . 6 g 

fUl 0. 2g 

-a-th 2. 0 g 



##«»JB 3 2 1 ©jb-^ (0.2g) ^iSibP^^V'^^ (24biL) ^JitF^:^/— 

(l6mL) icS^U mjct KP'¥5/:/ntr;M^/i^-«^o-;^7^w- h 

(HP-55. «j@{fc^X|im 1.6g) ^M^Xm^l^fCo :i<Dm^\Z.fm 

(o.2g) ^^Hi^Ti&-{c!g^L. 0cv^T;^-:/i/-K7'<-t (ir-r h^^tt^^) ^ 
%«fljB 3 2 l(Oit^(Omi¥^m (1.4g) Sr^yt, 



IIJfe0lI15 

##«»JB 3 0 5(Dit^ 0. 2 g 

t K n 5af-$^:/n f 1. 6g 

ait 0. 2g 

^tf 2. Og 



##^JB 3 0 5 <^k-g^ (0.2g) SrlS^t;;^^^^ (24niL) :fe<ktJ«3c:^ /V 
(16inL) (C^^L. 1 }ft2^i^yu ^/U±;UX2 h 

(HP-55. -^iHib^xii^tisi. i.6g) Sr;!jn;tT^^ufeo ^(omm-^ 
(0.2g) Sr*Dx.TiS-lcji®u ^^cv^-e>^y^-K7-Y-1r (•¥•^h$^^^) Sr 

#«»jB3 0 5©<b'^©@ft:^4& (1.4g) Sr#;fco 



HJfe^iJl 6 

0^mB2 9 9(Oit-^ 0. 2g 

Hit 0. 2g 

•g-tf 2 . 0 g 



##^B2 9 9©{b-^ (0.2g) ^mh;^'^\^> (24mL) ^JiO^^i^y — 
(16niL) lc:^»PU rttfct Ki3:^i^:;^ntr;M^^i^/pp-;^7^^- h 
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(HP-55. mmt^Hf^. 1.6g) ^M:tXm^V1to ^(OmSiK^ 

(o.2g) ^MK.xm-\amu j^v^wT'i^-Ky-r-t (^-^h^^ttj^) ^ 

^mB 2 9 9 (Dit^omt^^^ (1. 4g) Sr#;feo 

5 

7 

3 3 6(Dit^l\l!) 0. 2 g 

t Kn:3^i^:/n tfyv^^/w-fe/na-;^:?^ w h l . 6 g 
^ 0. 2g 

10 -^tf- 2. Og 

#%«3JB 3 3 6 ©^b-e^ (0.2g) ^r^gikp^^l^i^ (24niL) :feit;«3:^/— /l^ 
(16mL) {C^^ t Ka ^-y^u tf /V^ ^/V^yVn 7^ l^- h 
(HP-55. mmt^umM. 1.6g) ;^iD^-c^i!|Lfc„ 
(o.2g) S:inxT*9--lc5iSU ^^:v^•e;^7'^- K^-Yir (ir-r h^^tiJiD ;Sr 

15 m^^xmmmm^LtLo ^m!it:M^mmxm.rKimm^\.Xs # 

#«^|B 3 3 6(Di\:^(Dmi^^l^ (1.4g) ^#ifco 

(1) 

20 (A) ^EtRg t vxmmmB 292 <cKk-&<K»^ti.i it^ojigs, 

(B) ^««ll2©@flc^>^f|:. 

(C) nmt \.X^m\B 3 2 3 <^{b^^ilg«cOj!$^„ 

(D) ^m\^(omw-^^ 

(E) *fRSt UT##««|B 3 2 1 <0\\l^^i\,%W<Dm^o 
25 (F) Hifi^ 1 4 

(2) 

##«ajB 2 9 2. ##«»JB 3 2 3 joiTJ«#^«3jB 321 (Oit-^O^m^i^WW 
^^tpilBim (lOmg/kg) SrSftlS^^-^^^^aji^^IGS/SDaHt^yhiCig 
Pift-^Ufco ##MB 2 9 2. ##*»JB 3 2 3*5J;D5##^B 3 2 1 0-ffc-g^tZ) 



wo 02/47723 



PCT/JPOl/10829 



204 

jkm^mm^i^mm.i^^o'rh^yy^f-ic^*). u 2. 4. s. 24Nf 

(3) Ks^m 

#%0IJB 2 9 2. 0nmB 3 2 3 j8j:tJ^#^jB 3 2 1 (Dit^OMi^^^i^ 
C^5 4] 









2^^ 


4i^^ 


81^^ 




A 


0.000 


0.000 


0.000 


0.017 


0.000 


B 


0. 712 


0.821 


0.682 


0. 375 


0.028 


C 


0.014 


0.000 


0.060 


0.008 


0.016 


D 


0.455 


0.316 


0.081 


0.020 


0.108 


E 


0.000 


0.000 


0.000 


0.000 


0.031 


F 


0.421 


0.383 


0.173 


0.062 


0.016 



HJfe^l 8 

(1) mmmi<Dmi^^w^ 

(2) 7^ h-:^ 

(3) hU^^na-^jm 

(4) h^'Bu^ii^ ((oy>m 

(5) :^7^T y >'fifeN'^;^te/'> A 



5 Omg 
3 4mg 
10. 6mg 

5mg 

0. 4mg 



(6) */V4?^v^7<'?^/»^/H3— 2 Omg 

tf 120mg 

^fel;:«fev>±E (1) ~ (6) n&mi^3:*>n&U ^JSr#5o 
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10 5. 3KyT/v^=/vtrny Ki^. ^VTji-^ 

V a-^'V* fcttpi ^ T ^ y y N'-'Cfc 3 |B^(Z)ji[^6 

15 8. i^i4M^:5M^r^y/Hfetr^y/Hfe3i^A'<o*s^f*:*yttt7t^T 

1 0. 7KI8l^ttJ^J^v^L^^4(^y if K • y • ^7-^3iia§!^®d5. 2 5'C-e 

20 h?>mimiiEM<omM3o 

1 1 . *ll(lfiStt^^j^v^L^tt(Z? y If K • y • zfy-^^mmWiiK 5S: C I ) 




[ I ] 
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SS:^) X -0-. -S-, -co-. -CS-. -C (R'^) R"- (R^*? 
^itAam^^fp^-T) . -N=*fcH:=CR='- (R» li^K^llR^, ^^u^l^m^s 

hSSr^) >Sr ; D«::^-^yS*yh«:5^;^-'¥yST♦g^^l$J^TV^-C^><^:V^C,., 
T/V^l/i^Ss -NH-^fcfi-CHjNH-^ ; E(t-NR*- (R*«:7k^l^ 
^*fcr±e^^^LTV^TtJ:v^^^k7Km^^l:^. ) . -0-. -S (O) 
n- (nfiO, 1^1tti2i:^) ^^fctt-CONR" - (R" ti;*c^®^^*fc:fi 

v^5MJ5?:V''U7M^^J^*Sb-C^J;<. B^fi-D-E-G-Ar Si^^lc$P>{c 
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5 13. *il^^4:&V^L5F^©y If K • y • :/7-^'3ii|g!fe«*S(i) 2 - 
l6—j;u}Pt-2-:t'^y-4- (2 - 2H-:i' a:>« i^— 3 
—T/H -N- (2. 6-e;^p« h^i^T-ai::^/!-) T^fehT^ b\ (ii) N-(2, 6 
-i^^ h^ex73in/l<')-N' - C3-(2-j;{'^/V'73i=/V')-6, 7-^?fc Kn 
-5H->r>'^/[5,6-b]77i^-2— f/H (iii) N- (4-^Pi3- 

10 2- hy 7/V:;*-np«^/V73i=.A') - 2- (2-;t-^y-4 -:7aic:i/V- 2, 6, 
7, 8-7^ h^t Kni^^t3^i/^[g]:^P;?ti^-3->r/V) T-fe NT^ 
(iv) 2- {7-:5' n n -2-::*-^ y-4-7 3i=7V-6-[ (4-37 3i=7Wl-lf ^7 v?::^>^V) ^ ^ 
/H-2H-^a;^i^-3— r/W-N-[4-^i3 n-2-(f y 7/l':e-ppt^/U)7at=./l']r-fe 
h T $ K. (v) 2-[7-^ P o-4-(3-^ n P :7 :n -6-j?i ^yW2-::*-'¥ y-2H-^ p 

15 >'-3->r/^]-N-[4-^ p P-2-( h y 77l^:*-P p« ^/V) :73i=/V]r-fe hT ^ 

(vi) 2-[7-^PP-4-(3-t;'PP-4-7;V;tP:7 3i::::/V)-6-^9^>'W2-:^^y-2H- 
^ n ;t /U]-N-l4r^ P P-2-( h V :7/^:^Pp< ^^r^/VlT-fe hT $ 

h\ (vii) 2-(7-^' P P-6-7A';i-P-2-;*-dfy-4-y aic=yW2H-^ P ^ i^-S-'f 
/l')-N-[4-:7/V:^-p-2-( h y ^/P^^-o p« -^/W) 7 3i:=i/V] T±hr^ (viii) 

20 (2E)-3-[3-[7-^ P P-3-[2-[[4-:^' P P-2-( h V yf^-^xi ^yV) 7^1 n/l^] T 5 
y ] -2-^=^ y Ji^/l/-] -6-p( ^/W2-::r y-2H-:^ a p« :/-4->f 7^] 7 ^ ::=-)V\-1-Zf 
n^^^^ptf^/K (ix) 2-[4-(3-:^PP7rc=yV)-6, 7-i^;?t^>'W2-:^^y-2H- 
^ p;^ >-3->r/V]-N-[4-^ a P 2-( h y 7yV:^P7«'^/W) 73:=>«^]T-fe hT ^ 
h\ (x) 2-[6-^PP-4-(3-^'PP7a:=^/V)-7-p<^/W2-:*-^y-2H-^npt:^- 

25 3->r /^]-N-[4-^ P P-2-( h y 7/V:*-n 7^ ^/V) y ji^/V-] T-fe h T ^ (xi) 
(2E)-3-[3-[7-^ P P-3-[2-[[4-yyV:tP-2-( h y y/V;^^ 7« 'f-iV)^ :^=.)V\T 
^ y ]-2-:*-=3E^yai^/V']-e-p<^;V-2-:^-^y-2fr-^ Pp« i^-4-W'/V]y 3i:::i/W]-2- 
ypx:vg|ac^/K (xii) (2E)-3-[3-[7-^ P P-3-[2-C[4-y>'V:tP-2-( h y 7 
/U;*-p j?i '^tV) y T 5 y ]-2-:^s^ yai<^/^]-6-^ ^^f-f^^-it^ V-m-if p 
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16. y f K . y 5/^ . y7-i5^ii$S^Jffe5f»^:SlfB«OiM«^„ 

1 8 . *^iSSftt«^v^b^^(Dy tr K . y • 7^9-^5' 5iili4&»*5J:tm*i4 

i-57kil^^45fcv^L^^^4(^y If K • y s/^ • :/7-^iiijg#iS*5J;T»!k#m 
19. IS^:«2|Bm©@^*::»^#:^^^br/j;5EIII»J„ 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the solid-state dispersing element with which the 
solubility of the water poorly soluble thru/or insoluble lipid rich plaque regression matter has been 
improved, and its manufacturing method. 
[0002] 

[Description of the Prior Art] or [ forming a homogeneous solution or melt for a poorly soluble 
compound in a hydrophilic polymer matrix, then cooling a solvent ] - or it is well-known by removing 
that improve solubility and absorptivity and the solid-state dispersing element manufactured by making 
mixture solidify raises the living thing availability of drugs. For example, the polyethylene glycol of a 
hydrophilic polymer was made to distribute a GURIZEO full bottle, it considered as the solid-state 
dispersing element, and the solubility etc. is improved (journal OBU Pharma shoe tee cull Science (J. 
Pharm. Sci.), 60(9) 1281-1302 (1971)). Furthermore, the solid-state dispersing element Goumal OBU 
Pharma shoe tee cull Science (J. Pharm. Sci.), 58(5) 538-549 (1969)) of a sulfathiazole and a poly vinyl 
pyrrolidone, the solid-state dispersing element (a chemical Pharma shoe tee cull bulletin (Chem. Pharm. 
Bull.), 27 (5), 1223-1230 (1979)) of FISOKISAZORU, sulfamethizole, and a polyvinyl pyrrolidone, etc. 
are known. Moreover, although the compound which has ACAT inhibition activity is indicated by JP,7- 
10844,A, JP,6-263736,A, JP,7- 149722, A, and JP,6-340647,A, it is not indicated about the solid-state 
dispersing element containing this compound. 
[0003] 

[Problem(s) to be Solved by the Invention] This invention makes it a technical problem to offer the new 
solid-state dispersing element by which the solubility of the water poorly soluble thru/or insoluble lipid 
rich plaque regression matter has been improved. 
[0004] 

[Means for Solving the Problem] this invention persons found out that the solubility of this lipid rich 
plaque regression matter was remarkably improvable also unexpectedly by making a hydrophilic 
polymer live together to the water poorly soluble thru/or insoluble lipid rich plaque regression matter, as 
a result of repeating examination wholeheartedly, in order to solve the above-mentioned technical 
problem, this invention persons came to complete this invention, as a result of inquiring fiirther based on 
this knowledge. 

[0005] Namely, this invention comes to contain the (1) water poorly soluble thru/or insoluble lipid rich 
plaque regression matter. The physic constituent with which the dissolved water in fuel of this lipid rich 
plaque regression matter has been improved, (2) The above-mentioned (1) term containing the lipid rich 
plaque regression matter and a hydrophilic polymer the constituent given [ above-mentioned ] in (1) 
term which is a solid-state dispersing element, (3) water poorly soluble, or insoluble, or a constituent 
given in (2) terms, (4) The above-mentioned (1) term whose lipid rich plaque regression matter is an 
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amorphism forai, or a constituent given in (2) terms, (5) A hydrophilic polymer A cellulosic, the poly 
alkenyl pyrrolidone, The constituent given [ above-mentioned ] in (3) terms which is a polyaikylene 
glycol or a methacrylic acid copolymer, (6) The constituent given [ above-mentioned ] in (3) terms a 
hydrophilic given polymer is an enteric polymer, (7) The constituent given [ above-mentioned ] in (3) 
terms a hydrophilic given polymer is hydroxypropylmethylcellulose phthalate, (8) Constituent given 
[ above-mentioned ] in (3) terms a hydrophilic given polymer is methacrylic acid, the copolymer of an 
ethyl acrylate, or methacrylic acid and the copolymer of methacrylic acid methyl. (9) The lipid rich 
plaque regression matter the constituent given [ above-mentioned ] in (1) term given solubility [ as 
opposed to / in the lipid rich plaque regression matter the constituent given / above-mentioned / in (1) 
term which contains a lactose further, (10) water poorly soluble, or insoluble / water at 25 degrees C ] is 
the lipid rich plaque regression matter of less than 10 mg/mL, (11) water poorly soluble, or insoluble is a 
formula [I]. 
[Formula 3] 

Ae heterocycle which may have the cyclic hydrocarbon with which A ring may have the substituent 
among [type, or a substituent — ;B ring ~ the allotropy or heterocycle of 5 members or 6 members ~; ~ 
X and Y respectively -NRl- (the hydrocarbon group in which Rl may have the hydrogen atom and the 
substituent ~) The amino group which may have the hydroxyl which may have the substituent, or a 
substituent is shown. - 0-, -S-, -CO-, -CS-, and -C(R2) R2a- (R2 and R2a - respectively - a hydrogen 
atom — ) The hydrocarbon group which may have hydroxyl or a substituent is shown. - N= or =CR3- (the 
hydrocarbon group in which R3 may haye the hydrogen atom, the halogen atom, and the substituent -) 
the sulfhydryl group which may be permuted by the hydrocarbon group which may have the hydroxyl 
which may have the substituent, or a substituent ~ being shown - C by which;D may be permuted by 
the oxo-radical or the thioxo radical - one to 3 alkylene group -;E is -NR4 about NH- or -CH2NH-. - 
(R4 shows the hydrocarbon group which may have the hydrogen atom or the substituent) -0-, - Even if 
it has the aryl group or substituent in which; Ar may have the substituent for S(0) n- (n shows 0, 1 , or 2) 
or -C0NR5- (R5 shows the hydrocarbon group which may have the hydrogen atom or the substituent) 
[ G /;/ a joint hand or CI -3 alkylene group ] A good heterocycle radical is shown, and D may become 
together with the configuration atom of B ring, and may form 5 members thru/or seven membered-rings 
which may be permuted by the oxo-radical or the thioxo radical. R4 may become together with the 
configuration atom of B ring, and may form 5 members thru/or seven membered-rings which may be 
permuted by the oxo-radical or the thioxo radical, and B ring may have the substituent further in 
addition to -D-E-G-Ar. ] The lipid rich plaque regression matter the constituent given [ above- 
mentioned ] in (1) term which is the compound come out of and expressed, its salt, or its prodrug, (12) 
water poorly soluble, or insoluble is a formula [V]. 
[Formula 4] 

RIO and Rl 1 among [type the hydroxyl which may be permuted by the chain-like hydrocarbon group 
which may have the chain-like hydrocarbon group or substituent which may have the hydrogen atom, 
the halogen atom, and the substituent, respectively Or the cyclic hydrocarbon or the dihydrofuran ring 
by which oxo-** may be carried out which may become together and may have the substituent with the 
adjoining carbon atom may be formed, the benzene ring or the pyridine ring to which J ring may have 
the substituent for the pyridine ring which may have the benzene ring in which I ring may have the 
substituent, or a substituent is shown. ] The constituent given [ above-mentioned ] in (1) term which is 
the compound come out of and expressed, its salt, or its prodrug, (13) The water poorly soluble thru/or 
insoluble lipid rich plaque regression matter is (i). 2-[6-chloro-2-oxo-4-(2-methylphenyl)-2H- 
chromene-3-IRU]-N-(2, 6-dimethoxy phenyl) acetamide, (ii) N-(2, 6-dimethoxy phenyl)- an N'-[3-(2- 
methylphenyl)-6 and 7-dihydro-5H-[5 and 6-indeno b] fiiran-2-IRU] urea - An N-(4-chloro-2-trifluoro 
methylphenyl)-2-(2-oxo~4-phenyl - 2, 6, 7, 8-tetrahydro cyclo [PENTA g] chromene-3-IRU) acetamide, 
(iii) (iv) 2-{7-chloro-2-oxo-4-phenyl-6-[(4-phenyl-l-piperazinyl) methyl]-2H-chromene-3-IRU}-N-[4- 
chloro-2-(trifluoromethyl) phenyl] acetamide, (v) 2-[7-chloro-4-(3-chlorophenyl)-6-methyl-2-oxo-2H- 
chromene-3-IRU]-N-[4-chloro-2-(trifluoromethyl) phenyl] acetamide, (vi) 2-[7-chloro-4-(3-chloro-4- 
fluorophenyl)-6-methyl-2-oxo-2H-chromene-3-IRU]-N-[4-chloro-2-(trifluoromethyl) phenyl] 
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acetamide, A 2-(7-chloro-6-fluoro-2-oxO" 4-phenyl-2H-chromene-3-IRlJ)-N-[4-fluoro-2- 

(trifluoromethyl) phenyl] acetamide, (vii) (viii)-(2E)3-[3-[7-chloro-3-[2-[[4-chloro-2-(trifluoromethyl) 
phenyl] Amino]-2-oxo-ethyl]-6-methyl-2-oxo-2H-chromene-4-IRU] phenyl]-2-propenoic acid methyl, 
(ix) 2-[4-(3-chlorophenyl)-6 and 7-dimethyl-2-oxo-2H-chromene-3-IRU]-N-[4-chloro 2- 
(trifluoromethyl) phenyl] acetamide, (x) 2-[6-chloro-4-(3-chlo^ophenyl)-7-methy^2-oxo-2H-ch^omene- 
3-IRU]-N-[4-chlo^o-2-(trifluo^omethyl) phenyl] acetamide, (xi)-(2E)3-[3-[7-chloro-3-[2-[[4-fluoro-2- 
(trifluoromethyl) phenyl] Amino]-2-oxo-ethyl]-6-methyl-2-oxo— 2H-chromene-4-IRU] phenyl]-2- 
propenoic acid ethyl, (xii) () 2E-3-[3-[7-chloro-3-[2-[[4-fluoro-2-(trifluoromethyl) phenyl] Amino]-2- 
oxo-ethyl]-6-methyl-2-oxo-2H-chromene-4-IRU] phenyl]-2-propenoic acid or its salt Or the constituent 
given [ above-mentioned ] in (3) terms the given weight ratios of the lipid rich plaque regression matter 
the constituent given [ above-mentioned ] in (1) term, (14) water poorly soluble, or insoluble and the 
hydrophilic polymer which are the prodrug are 1 :1 - 1 :20, (15) The constituent given [ above- 
mentioned ] in (3) terms the given weight ratios of the water poorly soluble thru/or insoluble lipid rich 
plaque regression matter and a hydrophilic polymer are 1:3-1:5, (16) The constituent given [ above- 
mentioned ] in (1) term which is a lipid rich plaque regression agent, (17) The constituent given [ above- 
mentioned ] in (1) term which is prevention / therapy agent of acute coronary syndrome, acute 
myocardial infarction, unstable angina, or the peripheral artery obstruction, (18) water poorly soluble 
thru/or insoluble the lipid rich plaque regression matter and the hydrophilic polymer which are 
characterized by removing an organic solvent from the suspension or the solution of the organic solvent 
containing water poorly soluble thru/or insoluble the lipid rich plaque regression matter and a 
hydrophilic polymer The physic pharmaceutical preparation which comes to contain the manufacturing 
method of the solid-state dispersing element to contain and a solid-state dispersing element given in (19) 
above-mentioned (2) term is offered. 

[0006] Furthermore, for this invention, (20) compounds [I] are formulas [II]. 

[Formula 5] 

the benzene ring in which;C ring may have the substituent for 6 membered-ring type hydrocarbon with 
which A' ring may have the substituent among [type — ;X' and Z — either -NRr - (Rl' ~ a hydrogen 
atom — ) The amino group which may have the hydrocarbon group which may have the substituent, or 
Ae substituent is shown. Another side O- or -S- - -CO-, -CS-, or -C(R2') R2a (R2' and R2a' show the 
hydrocarbon group which may have the hydrogen atom or the substituent, respectively) it is — it is — yes 
- a gap or one side -N= - another side - =CR3*- (R3' ~ a hydrogen atom ~) A halogen atom, the 
hydrocarbon group which may have the substituent, the amino group which may have the substituent, 
the sulfhydryl group which may be permuted by the hydrocarbon group which may have the hydroxyl 
which may have the substituent, or a substituent — being shown ~ the case where — by which; Y* 
adjoins Y' in single association or a double bond in; — is single association - [Formula 6] 
(R6 shows the hydrocarbon group which may have a hydrogen atom, hydroxyl, or a substituent) Or a 
nitrogen atom ;E' the CI -3 alkylene group by which;D* may be permuted by the oxo-radical or the 
thioxo radical in the carbon atom when — which adjoins Y' is a double bond -NR7- (R7 shows the 
hydrocarbon group which may have the hydrogen atom or the substituent), - The heterocycle radical 
which may have the aryl group in which; Ar' may have the substituent for O- or -S(0) n- (n shows 0, 1, 
or 2) [ /;G/ a joint hand or CI -3 alkylene group ], or the substituent is shown. D' may become together 
with Z and may form 5 members thru/or seven membered-rings which may be permuted by the oxo- 
radical or the thioxo radical. For R7, the solid-state dispersing element of the above-mentioned (11) 
publication which is the compound expressed with] which may form 5 members thru/or seven 
membered-rings which may be permuted by the **** oxo-radical or the thioxo radical together with Z, 
and (21) compounds [I] are a formula [III], 
[Formula 7] 

An A"ring and C* ring and H ring among [type the benzene ring which may have the substituent, 
respectively X" -NR8- (R8 shows the hydrocarbon group which may have the hydrogen atom or the 
substituent), - The solid-state dispersing element of the above-mentioned (11) publication which is the 
compoxmd expressed with] which shows the hydrocarbon group in which Ra may have the hydrogen 
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atom or the substituent for O- or -S- [ U / -(CH2) m- (m shows 1 or 2) or -NH- ], and (22) compounds 
P] are a formula [IV]. 
[Formula 8] 

For W, V is [Formula 9] about -CH2-, -CO-, or -CS- in the ring in which Q ring may have the 
substituent for the benzene ring in which A"' ring may have the substituent among [type, 
or W and V — together -- becoming -- [Formula 10] 

Y" -CH2-, -0-, -S-, -CO-, -CS-, or -NR9- (R9 shows a hydrogen atom or a hydrocarbon group) The 
hydrocarbon group in which Rb may have the hydrogen atom or the substituent [ I U/ -NH-, -CH2-, or - 
CH2NH- ] The solid-state dispersing element of the above-mentioned (11) publication which is the 
compound by which — is expressed with] which shows single association or a double bond, (23) The 
solid-state dispersing element of the above-mentioned (12) publication which is the CI -7 alkyl group in 
which RIO and Rl 1 may have the halogen atom or the substituent, respectively, (24) The solid-state 
dispersing element of the above-mentioned (12) publication whose cyclic hydrocarbon is C5-7 cyclic 
hydrocarbon, (25) The solid-state dispersing element of the above-mentioned (12) publication whose J 
ring is the benzene ring permuted by the alkyl halide radical and/or the halogen atom, (26) The solid- 
state dispersing element of the above-mentioned (12) publication whose I ring is the benzene ring which 
may be permuted by the alkyl group, the alkyl halide radical, or the halogen atom, and (27) compounds 
[I] are a formula [VI]. 
[Formula 11] 

The inside of [type, and R12 and R13 may form the chain-like hydrocarbon group which may have the 
hydrogen atom, the halogen atom, or the substituent, or the cyclic-hydrocarbon radical which may 
become together and may have the substituent with the adjoining carbon atom, respectively, and are 
[Formula 12]. 

The benzene ring or the pyridine ring to which L ring may have the substituent for the phenyl group 
which may have substituents other than a ** 2-chlorophenyl radical and 2-fluoro phenyl group is shown. 
However, [Formula 13] 

In the case of a ** phenyl group, R13 is not a methyl group but [Formula 14]. 
In the case of a ♦* 2-methylphenyl radical, R13 is not a chlorine atom. ] The solid-state dispersing 
element of the above-mentioned (11) publication which is the compound come out of and expressed, a 
solid-state dispersing element given in (28) above-mentioned [ R12 and above-mentioned R13 are a 
halogen atom or CI -3 alkyl group, respectively ] (27), the solid-state dispersing element of the above- 
mentioned (27) publication whose (29) cyclic hydrocarbons are C5-7 cyclic hydrocarbons (30), 
[Formula 15] 

The solid-state dispersing element of the above-mentioned (27) publication which is the phenyl group 
which may be permuted by the ** CI -3 alkyl group, (31) The solid-state dispersing element of the 
above-mentioned (27) publication which is the benzene ring by which L ring was permuted, (32) A 
water poorly soluble thru/or insoluble lipid and the rich plaque regression matter lipid rich plaque 
regression matter are dissolved in an organic solvent. In the suspension or the solution which adds a 
hydrophilic polymer to this solution and is obtained, an additive is suspended if needed. Subsequently, 
the manufacturing method of the solid-state dispersing element containing water poorly soluble thru/or 
insoluble the lipid and rich plaque regression matter lipid rich plaque regression matter and the 
hydrophilic polymer which are characterized by removing an organic solvent. (33) Dissolve a water 
poorly soluble thru/or insoluble lipid and the rich plaque regression matter lipid rich plaque regression 
matter in an organic solvent. Add and suspend a hydrophilic polymer in this solution, and this 
suspension is dissolved in an organic solvent. The manufacturing method of the solid-state dispersing 
element containing water poorly soluble thru/or insoluble the lipid and rich plaque regression matter 
lipid rich plaque regression matter and the hydrophilic polymer which are characterized by suspending 
an additive if needed to the homogeneity matter obtained, and subsequently removing an organic 
solvent. And the physic pharmaceutical preparation given [ above-mentioned ] in (19) terms which is 
(34) tablets or a capsule is offered. 
[0007] 
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[Embodiment of the Invention] In this application specification, "water poor solubility thru/or 
insolubility" show that less than 1000 ppm of solubility of less than 10 ppm are preferably shown to 
water at 25 degrees C, or that less than 10 mg/mL of solubility to water is less than 0.1 mg/mL etc. 
preferably at 25 degrees C. Solubility can be measured according to a conventional method. In this 
application specification, it says that solubility [ as opposed to water in "dissolved water in fuel has been 
improved" ] improves. Specifically, the solubility to the water in 25 degrees C says improving still more 
preferably to 1000 times, 10,000 times, 100,000 times, and 1 million or more times 100 times about 10 
times preferably about 5 times. When the solubility to water is less than 10 ppm at 25 degrees C of the 
lipid rich plaque regression matter to be used, more specifically, the solubility to water says preferably 
1000 ppm or more of 10 ppm or more of cases where 100000 ppm or more are shown more preferably 
etc. etc., at 25 degrees C. Moreover, when the solubility to water is less than 0.1 mg/mL at 25 degrees C 
of the lipid rich plaque regression matter to be used, 10 or more mg/mL of 0.1 or more mg/mL of 
solubility to water says preferably the case where 1000 or more mg/mL is shown more preferably etc., at 
25 degrees C. In this application specification, a "solid-state dispersing element" (solid solution) means 
what one sort or two sorts or more of active ingredients distributed in inactive support or its matrix 
(1302 Vol. joumal OBU pharmacology cull Science (J.Pharm.Sci.), 60, 1281- 1971) at the solid state 
which may be prepared by scorification, the solvent method, or the melting-solvent method. As for 
especially the solid-state dispersing element of this invention, it is desirable that it is an amorphism 
form. Although especially the mean particle diameter of the solid-state dispersing element of this 
invention is not limited, about 0.05 micrometers or more of about 0.1 micrometers or more of minimums 
are about 1 micrometers or more and still more desirable larger size than 3 micrometers more preferably, 
and about 100 micrometers or less of about 50 micrometers or less of upper limits are usually about 10 
micrometers or less still more preferably more preferably about 30mm or less. 
[0008] If it is the lipid rich plaque regression matter in which the above-mentioned solubility is shown 
as "water poorly soluble thru/or insoluble lipid rich plaque regression matter", it will not be limited 
especially. Specifically, it is a formula [I]. 
[Formula 16] 

Each notation shows the above and this meaning among [type, ] It comes out and the compound [I] 
expressed, its salt, or its prodrug is used. 

[0009] As cyclic hydrocarbon in the cyclic hydrocarbon which may have the substituent shown with A 
ring, the vmsaturated hydrocarbon rings (an example, a cyclopentene ring, a cyclohexene ring, a cyclo 
heptene ring, benzene ring, etc.) of saturated hydrocarbon ring (example, cyclopropane ring, 
cyclobutane ring, cyclopentane ring, cyclohexane ring, cycloheptane ring, etc,);C 5-8 of C 3-10 are 
mentioned among the above-mentioned formula [I], for example. The saturated hydrocarbon rings (an 
example, a cyclopentane ring, cyclohexane ring, etc.) of C 5-7 and C5-6 unsaturated-hydrocarbon rings 
(an example, a cyclopentene ring, a cyclohexene ring, benzene ring, etc.) are desirable, and especially 
the benzene ring is desirable in these. As a substituent in the cyclic hydrocarbon which may have the 
above-mentioned substituent, they are the CI -4 alkyl groups (for example, methyl, chloro methyl, 
difluoromethyl, TORIKURORO methyl, trifluoromethyl, ethyl, 2-BUROMO ethyl, 2 and 2, 2-trifluoro 
ethyl, propyl, isopropyl, 3 and 3, 3-trifluoro propyl, butyl, etc.) by which (i) halogenation may be carried 
out, for example.; 

(ii) CI -4 alkyl groups permuted by the amino group (for example, aminomethyl, 2-aminoethyl, etc.); 

(iii) CI -4 alkyl groups permuted by Monod or the G Cl-4 alkylamino radical (for example, 
methylamino methyl, dimethyl aminomethyl, 2-methylamino ethyl, 2-dimethylaminoethyl, etc.); 

(iv) Cl-4 alkyl groups permuted by the carboxyl group (for example, carboxymethyl, carboxy ethyl, 
etc.); 

(v) Cl-4 alkyl groups permuted by the Cl-4 alkoxy-carbonyl group (for example, methoxy 
carbonylethyl, ethoxy carbonylethyl, etc.); 

(vi) Cl-4 alkyl groups permuted with hydroxyl (for example, hydroxymethyl, hydroxyethyl, etc.); 

(vii) Cl-4 alkyl groups permuted by the Cl-4 alkoxy group (for example, methoxymethyl, methoxy 
ethyl, ethoxyethyl, etc.); 
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(viii) C3-6 cycloalkyl radicals (for example, cyclo propyl, cyclo butyl, cyclopentyl, cyclohexyl, etc.); 

(ix) Halogen atoms (for example, a fluorine, chlorine, a bromine, iodine, etc.); 

(x) Nitro group; 

(xi) Cyano group; 

(xii) Hydroxyl; 

The CI -4 alkoxy group which may be halogenated (xiii) for example, methoxy, difluoro methoxy, and 
trifluoro methoxy ~ ethoxy ** ~ 2, 2, and 2-trifluoroethoxy, pro PIROKISHI, and butoxy one - The 
CI -4 alkoxy group by which isopropanal PIROKISHI etc. may be permuted by the CI -4 alkoxy group 
or the phenoxy group; (xiv) The CI -4 alkylthio group which may be halogenated CI -4 alkylthio group 
which may be permuted by the (methylthio, difluoro methylthio, trifluoro methylthio, ethyl thio, propyl 
thio, isopropyl thio, and butyl thio etc. C[ for example, ])l-4 alkoxy group or the phenoxy group; 

(xv) Amino group; 

(xvi) Monod or G CI -4 alkylamino radicals (for example, methylamino, ethylamino, propylamino, 
dimethylamino, diethylamino, etc.); 

(xvii) Annular amino group (they are specifically [ hetero atoms /, such as an oxygen atom and a sulfur 
atom, / the annular amino group of 1 5 which may be included three pieces thru/or 9 members etc. ] for 
example, in addition to a nitrogen atom pyrrolidinyl, piperidinyl one, piperazinyl one, mol HORINIRU, 
etc.); 

(xviii) CI -4 alkyl-carbonylamino radicals (for example, acetylamino, propionylamino, butyryl amino, 
etc.); 

(xix) Aminocarbonyl oxy-radical; 

(xx) Monod or G CI -4 alkylamino-carbonyloxy group (for example, methylamino carbonyloxy, 
ethylamino carbonyloxy, dimethylamino carbonyloxy, diethylamino carbonyloxy, etc.); 

(xxi) CI -4 alkyl sulfonylamino radicals (for example, methylsulfonylamino, ethyl sulfonylamino, propyl 
sulfonylamino, etc.); 

(xxii) CI -4 alkoxy-carbonyl groups (for example, methoxy carbonyl, ethoxy carbonyl, propoxy carbonyl, 
iso butoxycarbonyl, etc.); 

(xxiii) Benzyloxycarbonyl radical; 

(xxiv) Carboxyl group; 

(xxv) CI -6 alkyl-carbonyl groups (for example, methyl carbonyl, ethyl carbonyl, butyl carbonyl, etc.); 

(xxvi) C3-6 cycloalkyl-carbonyls (for example, cyclohexyl carbonyl etc.); 

(xxvii) Carbamoyl group; 

(xxviii) Monod or G CI -4 alkyl carbamoyl groups (for example, methyl carbamoyl, ethyl carbamoyl, 
propyl carbamoyl, butylcarbamoyl, diethylcarbamoyl, dibutyl carbamoyl, etc.), C(xxix)l-6 alkyl 
sulfonyl groups (for example, a methyl sulfonyl, an ethyl sulfonyl, a propyl sulfonyl, etc.); 

(xxx) one to **C4 alkyl (an example, methyl), and a **Cl-4 alkyl sulfonyl (an example --) a methyl 
sulfonyl and one to C4 alkyl (an example -) of which ** halogenation may be done The C6-12 aryl 
group which may have methyl, trifluoromethyl, a halogen (an example, a fluorine, chlorine), or hydroxyl 
for example, phenyl, naphthyl, hydroxyphenyl, and methylphenyl - Seven to **C15 aralkyls, such as 
chlorophenyl (for example, benzyl etc.), ** One to CI -4 alkoxy-C4 alkyl (for example, propoxy ethyl 
etc.), Hetero atoms, such as a nitrogen atom, an oxygen atom, and a sulfur atom, in addition to a carbon 
atom ** 1 5 included three pieces thru/or the heterocycle radical of 9 members for example, piperidinyl 
ones, PIPERANIJIRU, mol HORINIRU, and thienyl A furil, pyridyl, pyrimidinyl, thiazolyl, 
benzothiazolyl, BENZO iso thiazolyl, benzoxazolyl, BENZO iso oxazolyl, etc., ** The annular amino 
group permuted by 1 or two substituents which are chosen from the hydroxyl, a thiol, oxo-** thioxo, etc. 
(For example, the annular amino group of 1 5 which may be included three pieces thru/or 9 members 
etc. hetero atoms, such as an oxygen atom and a sulfur atom, in addition to a nitrogen atom) Specifically 
For example, pyrrolidinyl, piperidinyl one, piperazinyl one, 3, 6-dihydropyridine-l(2H)-IRU, The CI -6 
alkyl group permuted by [1, 3] [4 and 5-CHIAZORO b] pyridine-3(2H).IRU, mol HORINIRU, etc. for 
example, morpholino methyl and 4-phenyl-l -piperazinyl methyl - 2-morpholino ethyl, 3 -piperazinyl 
propyl, 4-methyl sulfonyl-piperazinyl methyl, 4-benzy 1-1 -piperazinyl methyl, 4-(4-hydroxyphenyl)-l- 
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PIPERANIJIRU methyl, 4-hydroxy piperidinyl methyl, 4-hydroxy-4-phenyl-piperidinyl methyl, 4- 
phenyl piperidinyl methyl, 4-(2-pyridyl)-l-piperazinyl methyl, 4-(4-hydroxyphenyl)-l -PIPERANIJIRU 
methyl, methyl (the 4-phenyl -3, 6-dihydropyridine-l(2H)-IRU), etc.; 

(xxxi) CI -4 alkyl group permuted by CI -6 alkyl-carbonyloxy group (for example, methyl carbonyloxy, 
ethyl carbonyloxy, butyl carbonyloxy, etc.); 

(xxxii) CI -4 alkyl group permuted in hetero atoms, such as a nitrogen atom, an oxygen atom, and a 
sulfur atom, by the amino group (an example, methyl (2-pyridyl) amino) permuted by the heterocycle 
radicals (for example, thienyl, a fUril, pyridyl, pyrimidinyl, thiazolyl, benzothiazolyl, BENZO iso 
thiazolyl, benzoxazolyl, BENZO iso oxazolyi, etc.) of 1 5 included three pieces thru/or 9 members in 
addition to one to C4 alkyl, and a carbon atom; 

(xxxiii) CI -4 alkyl group permuted by the amino group (an example, methyl (methyl carbonyl) amino) 
permuted by one to C4 alkyl, and CI -4 alkyl-carbonyl; 

(xxxiv) CI -4 alkyl group permuted by the amino group (an example, methyl (benzoyl) amino) permuted 
by one to C4 alkyl, and C6-12 aryl-carbonyl; 

(xxxv) CI -4 alkyl group permuted by CI -6 alkyl-carbonyloxy group (for example, methyl carbonyloxy, 
ethyl carbonyloxy, butyl carbonyloxy, etc.); 

(xxxvi) Cl-4 alkyl group permuted by monochrome or the G Cl-4 alkoxy-Cl-4 alkylamino radical (an 

example, butoxy propylamino); 

(xxxvii) Cl-4 alkyl group permuted in hetero atoms, such as a nitrogen atom, an oxygen atom, and a 
sulfur atom, by the heterocycle (for example, thienyl, furil, pyridyl, pyrimidinyl, thiazolyl, 
benzothiazolyl, BENZO iso thiazolyl, benzoxazolyl, BENZO iso oxazolyi, etc.)-thio radical (an 
example, 2-pyridylthio) of 1 5 included three pieces thru/or 9 members in addition to the carbon atom; 

(xxxviii) Oxo-radical; 

(xxxix) Cl-4 alkoxy-carbonyl C2-6 alkenyl radicals (an example, methoxycarbonyl vinyl, etc.); 

(xxxx) C2-6 alkenyl radicals permuted by the carboxyl group (an example, carboxy vinyl, etc.); 

(xxxxi) The Cl-4 alkyl groups (an example, cyano methyl, etc.) permuted by the cyano group are used, 
and "the heterocycle radical which may have the substituent" mentioned further later is used as it is as a 
substituent of this cyclic hydrocarbon, in a replaceable location, these substituents are the same — or — 
being different from each other ~ 1 thru/or five pieces ~ desirable — 1 - or three pieces may be 
permuted. 

[0010] As a thing desirable as these substituents (i) A halogen atom, the Cl-4 alkyl group by which (ii) 
halogenation of for example, a fluorine, chlorine, a bromine, etc. may be carried out for example, 
methyl, chloro methyl, difluoromethyl, and trifluoromethyl - C(iii)3-6 cycloalkyl radicals, such as 
ethyl, propyl, and isopropyl (iv(s) [ for example, ]) hydroxyl, [ cyclo propyl, cyclo butyl etc. and (iv(s)) ] 
(v) The Cl-4 alkoxy group which may be halogenated for example, methoxy, difluoro metfioxy, and 
trifluoro methoxy - The Cl-4 alkyltWo group by which (vi) halogenation of ETOKISHI etc. may be 
carried out For example, (a methylthio, a trifluoro methylthio, ethyl thio), etc.. The amino group, Monod 
(viii), or a G Cl-4 alkylamino radical (vii) For example, (methylamino, ethylamino, dimethylamino, 
diethylamino), etc., (ix) - a Cl-4 alkoxy-carbonyl group (for example, methoxycarbonyl -) (x) C6-12 
aryl groups, such as ethoxycarbonyl The annular amino group (which for example, may be permuted by 
phenyl, naphthyl, etc.) (For example, the annular amino group of 1 5 which may be included three 
pieces thru/or 9 members etc. hetero atoms, such as an oxygen atom and a sulfUr atom, in addition to a 
nitrogen atom) The CI -6 alkyl group specifically permuted by pyrrolidinyl, piperidinyl one, mol 
HORINIRU, etc. for example, morpholino methyl and 4-phenyl- 1-piperazinyl methyl - The (xi) 
carboxyl groups, such as 2-morpholino ethyl and 3-piperazinyl propyl, etc. are mentioned. Especially (i) 
halogen atom, (ii) Cl-4 alkyls (for example, fluoro, chloro, etc.) A (methyl, ethyl, etc. C[ for example, ] 
(iii))3-6 cycloalkyl radical 
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